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RU-486: DEMONSTRATING A LOW STANDARD 
FOR WOMEN’S HEALTH? 


WEDNESDAY, MAY 17, 2006 

House of Representatives, 

Subcommittee on Criminal Justice, Drug Policy, 

AND Human Resources, 
Committee on Government Reform, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 2:04 p.m., in room 
2203, Rayburn House Office Building, Hon. Mark E. Souder (chair- 
man of the subcommittee) presiding. 

Present: Representatives Souder, Schmidt, Shays, Cummings, 
Davis, Watson, Ruppersberger, Norton, and Waxman. 

Staff present: Marc Wheat, staff director and chief counsel; 
Michelle Gress, professional staff member and counsel; Malia 
Holst, clerk; Karen Lightfoot, minority senior policy advisor and 
communications director; Sarah Despres, Tony Haywood, Kimberly 
Trinca, Naomi Seiler, minority counsels; Richard Butcher, minority 
professional staff member; and Teresa Coufal, minority assistant 
clerk. 

Mr. Souder. The subcommittee will come to order. We are here 
today because there is a drug on the market associated with the 
deaths of at least 8 women, 9 life-threatening incidents, 232 hos- 
pitalizations, 116 blood transfusions, and 88 cases of infection. 
There are more than 950 adverse event cases associated with RU- 
486 out of only 575,000 prescriptions, at most. Adverse events are 
typically under-reported, since they are offered voluntarily by con- 
sumers and health care professionals, so it is most likely that there 
are many more cases that we don’t even know about. 

It is very clear that there is a serious problem with RU-486. In 
failing to address this problem by disguising it, ignoring it, mini- 
mizing it, or causing confusion, it is a shameful failure for anyone 
with the ability and desire to protect women from needless harm. 

RU-486 is a common name for Mifeprex. It is produced by Danco 
Laboratories, a corporate entity located in the Cayman Islands 
which produces only that single drug and nothing else. Mifeprex is 
approved by the FDA for the termination of pregnancy through 49 
days of development. It is used in combination with another drug 
called Misoprostol, which causes uterine contractions that expel the 
dead fetus. This is an off-label use for the Misoprostol, which con- 
tains a black box warning against using the drug during preg- 
nancy. 

At least five of the deaths following the use of RU-486 have been 
the result of toxic shock-like syndrome initiated by the bacteria 
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Clostridium Sordellii. This bacteria is thought to exist in low num- 
bers in the reproductive tracts of many women and is normally 
combatted by the immune system. Experts in immunology, phar- 
macology, and maternal-fetal medicine have suggested that because 
RU-486 interferes with the innate immune response, the bacteria, 
if present, is allowed to flourish, causing a widespread multi-organ 
infection in the woman. These infections are not accompanied by a 
fever and the symptoms match those that are expected after taking 
the RU-486 regime, including cramping, pain, bleeding, nausea, 
vomiting. Each of the women infected with C. Sordellii after taking 
RU-486 were dead within 5 to 7 days. 

To investigate the nature of this bacteria, the CDC and FDA held 
a scientific workshop last week called “Emerging Clostridial Dis- 
ease.” The workshop panelists noted that the rapid growth of the 
C. Sordellii bacteria in the RU-486 context likely forecloses effec- 
tive treatment and that there is no currently identifiable window 
of opportunity for treatment once a woman is infected, even with 
major interventions such as a hysterectomy. The fatality rate has 
been 100 percent for the women who have contracted C. Sordellii 
infection after using RU-486. 

Any other drug associated with a 100 percent fatal septic infec- 
tion that kills otherwise healthy adults within days, with no appar- 
ent window for treatment, and associated with an exponential 
amount of severe reactions would normally prompt an immediate 
withdrawal. But we are talking about a drug regimen that is ad- 
ministered to cause an abortion, manufactured by a drug company 
based in the Cayman Islands with no other drugs on the market, 
and therefore no incentive to voluntarily withdraw its product, no 
matter how dangerous. 

Many abortion advocates feel they have to defend RU-486 be- 
cause it is an alternative to surgical abortion. However, with eight 
deaths that we know about, RU-486 is 10 to 14 times more likely 
to be fatal than surgical abortion during the first 7 weeks of preg- 
nancy, the period during which the drug is administered. To con- 
tinue defending this dangerous drug in light of the mounting sci- 
entific evidence, injury, and death is to allow one’s zeal for abortion 
to truly distort their view about what is right for women’s health. 
The 10-times-more-deadly danger posed by RU-486 should not be 
considered an acceptable risk that justifies keeping this drug on 
the market. 

The approval of RU-486 was made under extreme political pres- 
sure from the Clinton administration, which is well documented in 
a recent report by Judicial Watch entitled “The Clinton RU-486 
Files.” I ask that this report be included in the hearing record. 

[The information referred to follows:] 
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Introduction 


This Judicial Watch Special Report analyzes newly uncovered documents from 
the National Archives at the Clinton Presidential Library in Little Rock, Arkansas, 
describing the Clinton administration’s radical drive to introduce the abortion drug 
RU-486 (mifepristone) into the American marketplace. 

The records include the Clinton administration’s legal, political and press 
strategies for rushing RU-486 through the Food and Drug Administration (FDA) 
processes, despite the manufacturer’s historical refusal to permit marketing the drug here. 
The legal, political and press memos articulate the Clinton administration’s views 
regarding various players in the drug approval and marketing process - women’s groups, 
members of Congress, public interest groups and the media. 

Judicial Watch has engaged in a five-year legal battle with the FDA for release of 
records under the provisions of the Freedom of Information Act (FOIA), 5 U.S.C. §552, 
concerning RU-486. We uncovered over 9,300 pages of documents and 840 Adverse 
Event Reports pertaining to the abortion drug. To date, the deaths of at least six women 
have been attributed to RU-486. The FDA scheduled a scientific conference for May 1 1 , 
2006 in order to study the controversial abortion drug and the circumstances leading to 
the deaths. 

Judicial Watch promotes transparency, integrity and accountability in government, 
politics and the law. We make aggressive use of open records and open meetings laws as 
a means to obtain documents with which to educate the American public on the 
operations of their government and to hold public officials accountable. Judicial Watch 
also provides technical, research and litigation assistance to public interest groups 
interested in obtaining information about government activity which may not have the 
necessary resources or experience to pursue information on their own as part of the 
Judicial Watch Open Records Project. 

Thomas Fitton April 26, 2006 

President 

Judicial Watch, Inc. 


Questions or comments concerning this report should be directed to: 

Christopher J. Farrell 

Director of Investigations & Re.search 

Judicial Watch, Inc. 

501 School Street, SW ~ Suite 500 
Washington, DC 20024 
Tel: 202-646-5172 
c faiTell@iudicial w atcli.org 
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The Clinton RU-486 Files : 

The Clinton Administration’s Radical Drive to Force an Abortion Drug on America 


Executive Summary 


During a February 2006 research trip to the National Archives at the Clinton 
Presidential Library, Judicial Watch uncovered new records detailing the Clinton 
administration’s rush to market the abortion drug RU-486 (mifepristone) to American 
women. The documents include political, legal and press strategy memoranda from 
Health and Human Services (HHS) Secretary Donna Shalala, FDA Commissioner, Dr. 
David Kessler, and HHS Chief of Staff Kevin Thurm. Some of the memoranda are 
addressed to the White House — in particular, Carol Rasco, the Clinton administration 
Director of Domestic Policy. 

Analysis of the records shows: 

• President Clinton ordered HHS and FDA to coordinate and promote the marketing of 
RU-486 as his first official act in office. 

• Within one month, the FDA Commissioner had met with the RU-486 manufacturer and 
their parent company. 

• Official U.S. Government political, economic and diplomatic pressure was brought to 
bear to strong-arm the companies into changing their policies in order to make the drug 
available in the United States. 

• The FDA was compromised in its role as objective reviewers of the safety and efficacy 
of the drug. 

• The five standard requirements for certifying a drug “safe and effective” were 
circumvented to rush RU-486 to market. 

• Radical, pro-abortion extremists dominated the Clinton administration’s “women’s 
health care” agenda and their reckless drive to bring RU-486 to America ultimately cost 
at least six women their lives and the lives of over 560,000 unborn children. 


3 of 16 



6 


The Clinton RU-486 Files : 

The Clinton Administration’s Radical Drive to Force an Abortion Drug on America 


•k it -k 

“Hoechst has historically refused to permit Roussel Uclafto seek marketing approval for 
RU-486 as an abortifacient in the United States. Both Dr. Kessler [FDA Commissioner] 
and I have taken steps to persuade Roussel Uclaf and Hoechst to change their position. ” 

Donna Shalala 

Health & Human Services Secretary 
Clinton Administration 
November 15, 1993 
Confidential Memo to White House 


* * 


* 


In February 2006, Judicial Watch uncovered previously confidential files and 
working papers from the holdings of the National Archives at the Clinton Presidential 
Library in Little Rock, Arkansas that provide remarkable insight into the Clinton 
administration’s relentless drive to market RU-486 (mifepristone), a drug used to cause 
abortion, to American women. The documents offer a window into the political strategy, 
legal theories and media “spin” on the Clinton administration’s abortion program. 

RU-486 was first developed in France in 1981. It is a manmade steroid designed 
to work against the hormone progesterone, which is required to promote a baby’s proper 
growth and development. RU-486 works to chemically destroy the unborn child’s 
environment, cutting off nourishment and starving the baby to death in the mother’s 
womb. A second chemical, misoprostol, is then used to create cramping and contractions 
to expel the dead baby from the mother’s womb. The “procedure” must begin within 49 
days of conception. The Clinton administration considered this method of abortion part 
of “women’s health care.” President Clinton thanked the maker of RU-486 in writing, 
“On behalf of the government of the United States and for the women of America. . 

On January 22, 1993, in his first official act, President Clinton issued a 
memorandum directing HHS Secretary Doima Shalala to promote the testing and 
licensing of RU-486 in the United States. (See Tab A) 

Abortion was a key domestic policy item for President Clinton. RU-486 was just 
one part of the overall strategy for his administration’s agenda. For example, in a 
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National Archives document entitled, “President William J. Clinton - Eight Years of 
Peace, Prosperity and Progress,” the first “accomplishment” listed reads: 

Abolished Restrictions on Medical Research and the 
Right to Choose As his first executive actions. President 
Clinton revoked the Gag Rule, which prohibited abortion 
counseling in clinics that receive federal funding to serve 
low-income patients. He also revoked restrictions on a 
woman’s legal right to privately funded abortion services in 
military hospitals, restrictions on the imjxrrt of RU-486, 
and restrictions on the award of international family 
planning grants (the ’’Mexico City Policy”). The President 
also lifted the moratorium on federal funding for research 
involving fetal tissue, allowing progress on research into 
treatments for Parkinson’s disease, Alzheimer’s, diabetes 
and leukemia. (Executive Memoranda, 1/22/93)" 


The tone was set for the Clinton administration’s drive towards promoting 
abortion as “health care.” Shalala and FDA Commissioner, Dr. David Kessler, engaged 
in a political, legal and economic campaign to force the French pharmaceutical firm, 
Roussel Uclaf, and their German parent corporation, Hoechst, A.G., to file a “new drug 
application” (NDA) with the FDA, and begin marketing RU-486 to American women."' 

In April 1993, the FDA brokered a meeting between Roussel Uclaf and the 
Clinton administration’s anointed abortion proponent, the Population Council, a non- 
profit organization that conducts research on so-called “reproductive health issues.” 
Roussel Uclaf and the Population Council already had an existing contractual relationship 
concerning provision of abortifacients (substances that induce abortion) for various 
clinical trials."' It is difficult to understand the FDA’s role in bringing the parties together, 
other than to continue to bring official U.S. government pressure on Roussel Uclaf and to 
designate the Population Council as the Clinton administration’s abortion drug 
development and marketing proxy. 

The Population Council claims to be “ . . . an international, nonprofit, 
nongovernmental organization, seeks to improve the well-being and reproductive health 
of current and future generations around the world and to help achieve a humane, 
equitable, and sustainable balance between people and resources.”' The organization was 
founded by John D. Rockefeller III in 1952. In 2005, they projected spending over $71 
million in 70 countries around the world. Their work is funded by governments, 
foundations, individuals and “multilateral organizations.”'' 

According to the Clinton RU-486 files, Roussel Uclaf made the decision to use 
the Population Council as the administration’s surrogate for forcing RU-486 on America. 
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There is no mention in the memoranda of Planned Parenthood or the National Abortion 
and Reproductive Rights Action League (NARAL). There is no mention of public 
disclosure, discussion, competition or bidding. One might imagine a selection process or 
staff discussion of the relative pros and cons for selection of another abortion group, but 
there is no evidence of any such discussion or consideration. In a memo by HHS Chief 
of Staff Kevin Thurm (discussed in detail below), the Clinton administration seems to 
have been predisposed to using the Population Council to carry out their abortion plans 
based on an existing relationship of the abortion non-profit with the maker of RU-486. 

Roussel Uclaf repeatedly sought total U.S. government-sponsored 
indemnification from any damages it might incur by bringing RU-486 to the U.S. 
marketplace. Roussel Uclaf President, Dr. Edouard Sakiz, specifically expressed 
concerns over liability actions against his firm “if a woman had an incomplete abortion 
and delivered a deformed fetus.” Dr. Sakiz was also particularly concerned about 
“consequential damages,” such as the economic costs from boycotts. The Clinton 
administration’s fervent commitment to making RU-486 part of the American abortion 
industry is demonstrated through Dr. Sakiz’s reservations concerning legal and economic 
exposure. The Clinton administration’s near-obsession with introducing a “safe and 
effective” abortion drug is revealed in Shalala’s confidential memo to the White House of 
November 15, 1993: 

“Dr. Sakiz’s view was that if the United States Government 
wanted RU-486 to be marketed in the United States, it 
should compensate Roussel Uclaf for any damages that the 
company might suffer from complying with the United 
States Government’s request.” 

(See Tab B) 

Dr. Sakiz was saying, in other words, “If you want it so badly, you pay the 
consequences.” The Clinton administration was attempting to trump a business decision 
of the pharmaceutical company while exposing the corporation to risk for abiding by a 
U.S. government request. 

Even Clinton FDA Commissioner Kessler understood and memorialized the 
controversy over the administration’s aggressive efforts to introduce RU-486 when he 
wrote in a September 30, 1993 memorandum to Shalala: 

“ . . . other Congressional members have written to Hoechst 
expressing their strong opposition to the marketing of 
RU-486 in this country. This, and the well-publicized 
activities of anti-abortion groups, have provided Hoechst 
and Roussel Ucalf with evidence that the U.S. population 
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lacks cohesiveness on this issue and that the abortion 
debate continues.” 

(See Tab C) 

The Clinton administration realized that attempting to enact blanket 
indemnification by the U.S government of a foreign corporation for an abortion drug was 
politically and practically impossible. According to the Clinton RU-486 files, Dr. Sakiz 
still went ahead and committed to negotiating with the Clinton administration surrogates 
- the Population Council - agreeing: 

* To license RU-486 to the Population Council which would conduct a 
clinical trial involving 2000 women pursuant to an investigational new 
drug application; 

* The Population Council would ultimately submit an NDA to the FDA 
based on the results of the clinical trial and on other studies conducted by 
Roussel Uclaf; and 

* The Population Council, with the concurrence of Roussel Uclaf, would 
chose a new manufacturer for the drug, and that Roussel Uclaf would 
transfer its technology for making the drug to that manufacturer because 
Roussel Uclaf did not want to manufacture the drug for sale in this 
country. [Emphasis added.] 

(See Tab B) 

According to the Clinton RU-486 files, over the next few months Roussel Uclaf 
reiterated its desire for protective federal legislation providing blanket indemnification 
from the use of RU-486. Roussel Uclaf did not anticipate any profit from selling RU-486 
in the United States; and was only entering the American market at the insistence of the 
Clinton administration. FDA representatives told Roussel Uclaf that such protection was 
extremely unlikely. 

In a September 30, 1993 memorandum to Shalala, FDA Commissioner Kessler 
recounts a conversation he had with Jim Boynton, legal counsel for the Population 
Council, concerning the Roussel Uclaf indemnification legislation. Kessler pointed out 
the recent passage of the Hyde Amendment (restricting federal funds for abortion), and 
that with one exception (swine flu event), the United States had never agreed to 
indemnify any drug manufacturer. Apparently sensing that it might be perceived as 
inappropriate for the FDA commissioner to be discussing indemnification with a drug 
company representative for a supposedly safe drug, Kessler tried to cover his tracks. 
Kessler wrote that he, “. . . further explained that it would go far bevond FDA’S 
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appropriate role to seek such protection for a drug company .” [Emphasis added.] 
Nonetheless, the FDA offered to advance the idea within HHS. 

Not satisfied with the denials of indemnification from the FDA and HHS, in 
September 1993 Roussel Uclaf hired legal counsel (reportedly, Lester Hyman and John 
Hoff of the firm Swidler & Berlin) to lobby the federal government for indemnification 
“at levels higher than the FDA” - presumably from President Clinton and other pro- 
abortion advocates in the Congress, such as Rep. Ron Wyden and Rep. Henry Waxman. 
Concerned with these moves, HHS Chief of Staff Kevin Thurm and HHS General 
Counsel Harriet Rabb initiated a meeting with attorneys from Swidler & Berlin. During 
that meeting Roussel Uclaf s lawyer suggested that the United States could exercise its 
statutory powers of eminent domain and seize the patent for RU-486 for the abortifacient 
uses of the drug.''" 

Meanwhile, the Population Council and Roussel Uclaf pressed forward with 
licensing details, and simultaneously made plans to sway the leadership of Hoechst to 
allow their subsidiary to enter into an agreement with the Population Council. Shalala’s 
confidential memo to the White House warns, “. . . we do not think the negotiations will 
be successfully concluded without pressure on Roussel Uclaf/Hoechst.”''"' 

Shalala suggested the Clinton administration bring the force of the United States 
Government to bear on the Hoechst and Roussel Uclaf corporations. She also went on to 
suggest that the United States exercise its international diplomatic and economic pressure 
on the German and French governments, as a means of further “influence” against the 
corporations. In a November 15 confidential memo to the White House, Shalala wrote: 
“The French and German governments might be displeased to leam that their companies 
are not accommodating a request made by the United States Government.” 

While the Clinton administration pondered exercising the full economic and 
diplomatic weight of the United States Government to advance its abortion agenda, it is 
important to note that Roussel Uclaf was willing to give a royalty-free license to any 
major U.S. pharmaceutical company - but no U.S. company would take the license. 

The Clinton RU-486 files show specualtion among administration officials 
concerning delays in the negotiations between Roussel Uclaf and the Population Council. 
The pending retirement of the chief executive officer of Hoechst, Professor Wolfgang 
Hilger, was discussed in Kessler’s September memo, noting that Prof Hilger was “very 
staunchly Catholic.” There was also a discussion of the likelihood of an international 
foundation being created by the drug’s inventor. Dr. Etiene Balieu, for broader marketing 
opportunities. Apparently the Clinton administration was concerned about competition 
from an abortion drug “insider.”'* 
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Just as the name of the Population Council “appeared” in the Clinton 
administration’s confidential memos without a trace of how it became the 
administration’s surrogate, so too does the recommendation for Felix Rohatyn to serve as 
an “expert advisor. 

After a review of the economic, political and diplomatic issues involved in strong- 
arming Hoechst and Roussel Uclaf, Dr. Kessler advanced Mr. Rohatyn ’s name by 
concluding with a political point: “We think that someone familiar to these circles would 
advance the Administration’s goal to bring a safe and effective abortifacient to the U.S. 
market.” Again, there is no discussion, alternatives or explanation offered for this 
appointment. The question of appointment of an “expert advisor” for the U.S. 
government is raised and answered in the space of one paragraph. 

In a remarkable admission that the FDA had been thoroughly politicized in the 
Clinton administration’s radical drive for RU-486, the agency’s commissioner, Dr. 

Kessler, wrote in his September memo, “ . . . the FDA cannot take this issue too far 
without compromising its role as objective reviewers of the safety and efficacy of the 
drug.” 


The Clinton RU-486 file offering the most comprehensive treatment of the 
administration’s strategic campaign to introduce RU-486 to the American market is a 
memorandum dated May II, 1994 from HHS Chief of Staff Kevin Thurm to the White 
House - in particular, Carol Rasco, Director of the Clinton administration Domestic 
Policy Council. (See Tab D) 

Thurm ’s memo details three issues submitted for decision by the President: 

• Whether the President is willing to write a letter to the maker of 
RU-486, asking that the U.S. patents for the drug be assigned to a 
non-profit entity in this country [Population Council]. 

• If the negotiations between Roussel Uclaf and the Population 
Council fail, and the “only” available option is the “gift offer,” is 
the U.S. Government willing to accept the RU-486 patent rights, 
and under what conditions? 

• If the government is not willing to accept the patent rights, what 
will be the basis for that decision, and how will it be 
communicated to the American public? 

Thurm develops and discusses each of the factors bearing on the subject in a 
series of tabs and exhibits to his memo. He provides a history and background tab 
recounting the Clinton administration’s position on RU-486; a tab discussing legal issues; 
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a brief marketing study addressing timing, administration, and abortion proxies; political 
considerations; and finally, a discussion of press strategies and concerns. 

Thurm explains that on April 26, 1994, the Board of Roussel Uclaf passed a 
resolution authorizing the assignment of RU-486 patent rights to either the U.S. 
Government or to a non-profit organization. If the rights were to go to a non-profit 
organization [Population Council], then Roussel Uclaf demanded a letter from the 
President of the United States requesting RU-486 on behalf of the women of the United 
States. President Clinton signed exactly such a letter on May 16, 1994. (See Tab E) 

President Clinton’s extraordinary letter is direct documentary evidence of his 
personal intervention as a politician, and clear evidence that the RU-486 patent rights 
would never have been assigned to the Population Council without his compliance with 
Roussel Uclaf’s demands. 

President Clinton’s RU-486 request letter to Dr. Edouard Sakiz of Roussel Uclaf 
claims that it is important for the women of the United States to have “safe and effective 
medical treatments.” Under that rubric, President Clinton writes that he “understands” 
Roussel Uclaf has been in negotiations with the Population Council. Of course, the 
Population Council had been serving as a Clinton administration abortion “front” for 
several months. President Clinton closes his RU-486 request letter by stating: “On behalf 
of the government of the United States and for the women of America, I thank you for 
your work.” 

Thurm’s memo specifically addresses the requirements for RU-486 clinical trials 
and the Population Council’s requirements for marketing application for the FDA. The 
significance of speedy approval and abbreviation of various timelines is a theme 
throughout his analysis. Not surprisingly, the Clinton administration’s radical drive to 
bring RU-486 to the American market manifested itself in other ways, once the patent 
rights were obtained by the Population Council. For example, the five standard 
requirements for certifying a drug “safe and effective” were circumvented to rush 
RU-486 to market." Probably the most reckless act by the FDA was the waiver of the 
normal requirement for random, double-blind, control tests for new drugs. The FDA’s 
expedition in this process was justified with language reserved for drugs developed to 
cure life-threatening conditions. Certainly, pregnancy is not a disease, nor is it likely to 
be life threatening - so how could they have twisted the rules so dramatically? What 
political pressure was brought to bear? 

The “political issue discussion” tab to Thurm’s memo offers a glimpse into the 
Clinton administration’s abortion politics techniques. The Clinton administration 
steadfastly continues the manipulation of language that seeks to forever separate the 
words “kill,” “baby” and “abortion.” Thurm states; “It is, therefore, extremely important 
that the decision concerning RU-486 be placed in the context of promoting women’s 
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health and maintaining the close relationship of the administration to these [“pro-choice” 
and women’s groups] groups.” 

The Clinton administration wanted a quick victory on RU-486 and was deeply 
concerned that RU-486 might remain a “front burner” issue through the 1996 presidential 
election. They were particularly sensitive to the prospect of prolonged, intense, public 
attention and debate on RU-486. Thurm advised political caution concerning unintended 
consequences, allowing “ . . . Republicans and others opposed to the administration to 
focus attention on this decision and its aftermath.” 

The Clinton press strategy documents discuss the ramifications of accepting or 
rejecting the gift of the RU-486 patents. Acceptance of the patent gifts was relegated to 
Secretary Shalala “on behalf of American women,” but specifically as a means of 
“insulating the White House.” While seeking insulation, the press memo stresses the 
need to credit President Clinton for keeping his campaign promises and giving a major 
“reproductive rights victory” to American women. The memo also contains a disturbing 
directive; 

“ . . . there should also be a concerted effort on the part of 
HHS Public affairs team to place stories that outline the 
hurdles that must be overcome to shield the Administration 
against fallout from our allies in the event efforts to get 
RU-486 to the market become stalled in bureaucratic 
process, in Congress or for other reasons.”*" 


If the Clinton administration’s RU-486 strategy failed all together, it appears the 
press response included a calculated scenario for resorting to lying to the American 
public. Working through the various scenarios, the author of the memo offers an 
“alternative”; 

“ . . . another potential argument we could embrace is the 
position that we wanted more than the rights they were 
willing to grant because our interest in this drug goes 
beyond the issue of abortion, the need for which we are 
committed to making as rare as possible.”*"' 

Still worried about potential fallout and damage with abortion proponents and 
allied political groups, the press memo ends stating; 

“Without a doubt, a ‘no’ will subject the Administration to 
a firestorm of protest by pro-choice and women’s groups; 
and there will be few natural political allies vocally 
defending this decision, particularly in light of the relative 
difficulty of explanation.’^" 
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Beyond the Clinton Files -- RlJ-486 in 2006 


As Judicial Watch reviewed the Clinton RU-486 files, documenting the 
extraordinary lengths the administration went to rush the abortion drug to U.S. markets, 
the earliest correspondence on file at the Archives caught our attention and, in hindsight, 
provided some perspective for examining RU-486 matters in 2006, (See Tab F) 

The file contained a handwritten letterhead note from Betsey Wright, President 
Clinton’s former Chief of Staff, and the White House staff member charged with 
covering-up “bimbo eruptions.” The note reads: “To Carol Rasco. This just got 
forwarded to me. Please handle. BW 3/9/93.” There is an additional notation that reads: 
“cc for Shalaia on Tues. MK,” with the name Shalala circled and a line drawn to the 
words “To handle.”’’'' 

Betsey Wright’s note was attached to a letter dated January 6, 1 992, from Ron 
Weddington, an attorney that served as co-counsel in the infamous Roe v Wade lawsuit. 
Weddington attached an “open letter” to President-elect Clinton. Weddington’s letter 
recommends that the new president should, “ . . . start immediately to eliminate the barely 
educated, unhealthy and poor segment of the country . . .” and that the “ . . . government 
is going to have to provide vasectomies, tubal ligations and abortions . . . RU-486 and 
conventional abortions,”’"'' 

Weddington states: “Condoms won’t do it. Depo-Provera, Norplant and the new 
birth control injection being developed in India are not a complete answer, although the 
savings that could be effected by widespread government distribution and encouragement 
of birth control would amount to billions of dollars.” 

The full text of Weddington’s letter is a breathtakingly arrogant exegesis on the 
abortion lobby’s culture of death. As disturbing as the Weddington letter is to read, what 
is more disturbing is the fact that Betsey Wright, one of President Clinton’s closest 
confidantes, tasked Donna Shalala to “handle” it along with the Director of the White 
House Domestic Policy Council, Carol Rasco. Weddington’s ravings were not relegated 
to a fde for unsolicited constituent correspondence. On the contrary, the Weddington 
letter is, chronologically and philosophically, the foundation document for the Clinton 
RU-486 files. 

Today we are faced with the horrible results of the political and “health care” 
campaign to put RU-486 on the market. Since RU-486 was approved for use in the 
United States in September 2000, at least six women have died after taking the abortion 
drug. Only after the death of 18 year old Holly Patterson, on September 17, 2003, did the 
media and the FDA begin to pay attention to the dangers of RU-486. 
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In November 2004, following the third woman’s death, the FDA elected to 
“strengthen the warning notice,” a step that may have provided some sort of 
“informational” or disclaimer insulation for the FDA, but a tactic that certainly did not 
make RU-486 any safer for women. 

Planned Parenthood, which had ignored the FDA’s warnings concerning how to 
administer the drug regimen, played a role in the deaths of four women as the 
“procedure” provider. The FDA has determined that the four California women who died 
after taking RU-486 all suffered from a highly lethal bacterial infection — Clostridium 
sordellii. The bacterium flourishes in the uterus and then enters the bloodstream, 
eventually leading to toxic shock. 

It is quite likely that more women have died from RU-486 and their deaths have 
gone unreported because doctors, medical examiners and coroners are not obligated to 
forward reports dealing with RU-486 side effects to the FDA. This is particularly true in 
cases where local health officials may not associate a death with an RU-486 abortion, 
especially if the woman’s death occurs several days or even weeks later. 

Even abortion providers now have low regard for the safety of RU-486. Dr. 
Warren Hem, an abortionist in Denver, Colorado has stated: “1 think surgery should be 
the procedure of choice.” Pills, he said, “are a lousy way to perform an abortion.” He is 
not alone. Dr. Damon Stutes, an abortionist from Reno, Nevada reluctantly agrees with 
Pro-Life critics of RU-486, stating, “the trath is the truth,” and that, “The complications 
from RU-486 far exceed the complications of surgical abortion.” 

It seems that the federal government has finally come to grips with the growing 
number of deaths attributed to the use of RU-486 and is prepared to take some action, 
however late. The government will convene a scientific conference at the Center for 
Disease Control in Atlanta, Georgia on May 11, 2006. More than two dozen scientists 
and doctors will make presentations concerning the deadly bacterial infections that killed 
the California women mentioned above. 

Conclusion 


Judicial Watch hopes that this special report on the Clinton RU-486 files has 
provided the reader with sufficient documentary evidence from primary sources to 
illuminate the Clinton administration’s rush to achieve part of its abortion agenda through 
bringing RU-486 to America. Armed with the long-delayed facts from Clinton insider 
memoranda, the reader is now equipped to evaluate policy and hold public officials 
accountable. 

On September 28, 2000, the day RU-486 was approved for U.S. markets, the FDA 
Commissioner, Dr. Jane E. Henney, said in an interview, “Politics had no role in this 
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decision.”^''*" The public now has copies of the the Clinton RU-486 files that 
unequivocally say otherwise. 
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Hoechst had a historical reason for wanting to keep a low profile concerning RU-486. 
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. ' - . , CUnton LiW^ FhotptolSy, ,g 

THE WHITE HOUSE 

WASHIHSTON 


January 22, 1993 


JEEMORffltptlM FcSR the SECRETARY OP HEALTH AND HUMAN SERVICES 
SUBJECf: Irngortation of Ra-486 


iri Import AiOirt 66-47, the Food and Drug Admihistfhtion ("FDA") 
excluded the drug Mifepristine h- commonly known as Rn’TASS — 
from the list of drugs that individuals can import into the 
United States far their "personal, use, " although tiiO dfuf s have 
not yet been approved for distribution by the FDA. ( See FDA 
Regulatory Procedures, Manual, Chapter 9-71.) Import Alert 66-47 
effectively bans the importation into this Nation of a drug that 
is used in other nations as a nonsurgical means of abortion. 

I am informed that in exclij4|mg RU-486 from the personal uee. 
importttion exemption, the FDA appears to have based its 
decision on factors other than an assessment of the possible 
health and safety risks of the drug. Accordingly, I hereby 
direct that you promptly instruct the FDA to determine whetheS' 
the.re is sufficient evidence to warrant exOiiision of a<t?s4.86 
the list of: drugs that qualify for the personal use importation 
exemption. Furthermore, if the FDA Concludes that; RU-4f6 meels 
the criteria for the personal use Importation exemption, f 
direct that you immediately, take steps to rescind Import 
Alert 665»47i 

In addition, I direct that you promptly assess initiatives by 
which the Department of Health and Human Services can promotes 
the testing, licensing, and manufacturing in the United States 
of RU-486 or other ajitiprogestins . 

You are hereby authorized and directed to piiblish this 
m4horahdhm in the Federal. Regjster: . 
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,t:iratoniJDtary^nowcopK - 



THE SECRETARY CH' HEALTH AND HUMAN SERVICES 

WASHINGTON, O.C. 20201 



HQV 13 1993 

ooKPioareiMi 

^ #-■ j 

HEMOH^DM FOR CAROIi RASCO " ‘ • ' 

* ~‘'F; 

The purposes 6f this meaarandum are; (1) to infoE| you o6 ths 
Department's progress in implementing the Preside;>t's directive 
of January 22, 1993, to "assess initiatives by which the 
Department of Health and Hunan Services cSn prdmote the testing, 
licensing, and manufacturing in the United Stktes of RU-486 or 
other antiprogestins;" and (2) to outlin^ the necessary next 
steps to accomplish the President's directive. 

y 

nackerronna i You BSy recall that- RH'^86 is manufactured by the 
French firm Roussel Ociaf and in approved to induce abortions in 
France, the United Kingdom, and Sweden, Roussel Dclaf has stated 
that it can act in the United States only with the approval of 
its parent company, Hoechst AG, a German firm, Hoechst has 
historically refused to permit Ronagel Uclaf to seek marketing 
approval for RU-48,6 as an ajii^tifaaient in the United states. 


Both Dr. Kessler and I haye taken ste^S to perhuade Roussel Uclaf 
and Hoechst tg change their positioiji . Ih February Dr. Kessler 
met with Dr. Edouard Sakiz, the President of Roussel Uclaf, to 
discuss the availability of ru- 486 in the tfni,ti^d stetis for 
research and marketing, In March I l^ote tg i^bfeSSbt Wolfgang 
Hilger, President dS the Board of Hoechst, td ask hi^ to permit 
t^pussei Uclaf fed begin any necessary testinf of RU-iSe in the 
United States In prepafatlon for filing a new drug applioatldfi 
wli;h the FDA. Later in Kdroh there Were press reports that 
Roussel uclaf would respond to the reguests of the Clinton 
Ikdministratipn to make RU^’ASS aykllable in l^is county and that 
testing of the drug would begin ag^roxlmatbiy kwo months later 
(i.e. , in May) . 


In April 1993, FDA arranged a meeting between Roussel Uclaf and 
the Populatldn Council, a non-profit corporation that conducts 
research on reproductive health Issues, The meeting’s purpose 
was to facilitate an agreement between those parties to work 
together to test HU-486 and file; a new drug application for the 
drug, the Population Council was identified as the most likely 
group to work with Roussel Uclaf because of an existing contract 
between these two parties that required Roussel Uclaf to give the 
Population Council sufficient amounts of the drug for the 
Population Council to conduct cltnlcal trials. The contract also 
appeared to require Roussel Uclaf to license the drug td the 
Population Council if Roussel Uclaf were unwilling td sell the 
drug in the United States. 


At the April meeting, Df, Edouard Sakiz, Pfesident df Roussel 
Uclaf, raised the iseUe df federal lefieiatidh to indemnify 
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Page Two Carol Rasco 

Roussel TJoiat from aay dami^ges it might incur by permitting RU-^ 
486 to be marketed in the United States. Dr. Sakiz was worried 
about product liability actions against Roussel Oclaf if a woman 
liad an incomplete abortidh tod delivered a deformed fetus. Dr. 
Sakiz was also concerned about consequential damages, such as the 
economic costs, from boycotts of other Roussel Uclaf or Hoechst 
products, or bombings of Roussel uciaf/Hoechst facilities by 
right-to-life igroups. Dr^ Sakis's view was that- jf the United: 
States Government wanted RU-486 to be marketed in the Unitdd 
States, it should compensate Roussel Uclaf for any damages that 
the company might suffer from complying with idle United States 
Government's request. 

Dr. Sakiz was clearly informed at the April meeting that such 
legislation would never be enacted and that the FDA would not 
support Roussel Uclaf in seeking it, 

Despite biilllf told that toere Was nO: possibility of Obtaining 
federal legislation to protect Roussel Uclaf from coiisequentihl 
damages or product liability suits. Dr. Sakiz committed Roussel 
Uclaf to negotiate with the Population Council to bring RD-486 
onto the United States market. Specifically, ap the April 
meeting Roussel Uclaf and the Population Council apsteed: 

• That Roussel Uclaf Would license RU-486 tp the f&puiatioh 
Council, which would conduct a_ clinical t-iial ihvhlvihg 200U 
wdmeh pursuant hh €h investigational new drug (Itol 
application; 

• That the Population Cotuicil would ultimately suBmlf a neW 
drug application (NDA) to Ma, basei oh ^e resuilti of t:h>| 
clinical trial h"** other studies, that haye beep CohdudlM 
by Roussel uciai; and 

• That the Population Council, with the concurrence of Roussel 
Uclaf, would choose a new manufacturer for the drug, and 
that Roussel Uclaf would transfer its technology for liaking 
the drug to that manufacturer because Rou'esel Uclaf does not 
want to manufacture the drug for sale in this country. 

It was hijin left for t^e Population council and Roussel Uclaf to 
revise the terms of their contract. While Roussel Uclaf began 
sending scientific information to FDA and the Population Council. 
A tentative goal of Septembto 15 was established for concluding 
the contract negotiations. As of late July 1993, the Population 
Council thought that the negotiations wete proceeding smoothly, 
though slowly. 
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Page . Three — Cairoi Rasco 


CSRSEHT STATUS 

On August 2, 1993, the S^alatlon Council’s lawyer notified FDA 
that Roussel Dclaf had reoently z^fisserted its demand for 
protective federal legislation* ROussel Dciaf insisted that the 
population Council obtain a commitment froi# the United States 
Government that: 1) legislation would be enacted making it a 
crime for any per|on tO hurt or harass any doctor administering 
RU-486, their patients, or the drug’s manufacturers, 
distributors, and salespersons; 2) the Department of Justice 
publicly commit to enforce this law, if enacted; 3) legislation 
would be enacted indemnifying Roussel Uclcif for any product 
liability exposure resulting from the use of RU-486 in this 
country, or, as an alternative, a prohibition of any product 
liability actions against Rotihshl dmlaf for RU-486; 4) as part Pf 
any legislation j indemnification for consegwential damages. 

In exChanfi Rdddsel Uolaf would give Population Council a 
royalty-free license because it has dheided to forego any profit 
from entering the United States market. In shorty Roussel 
Uolaf is positldh is that it should not incur any liability 
expos\ire as a result of making RU-4Sd avall^le in: this counts 
as an abortifacient because it dpei not anticipate any profTt: 
from selling Rd^486 for that use in the United States ahi| is 
entering the American market at the request ol the United 

States Government. Roussel uciaf remains willing to ^^loit |,§l! 
patent for non-abortlfacient uses of RU-486, should any oth^ iihsi 
be fpun# to be safe and effective, 

FDA advised the Population Council's lawyer that it could noh 
make a commitment tp seek such legislation and that its enactment 
was extremely unlikely, both for political reasons and because 
the United States had never agreed to indemnify any drug 
manufacturer, with the exception of the swine flu precedent, the 
FbA also communicated that seeking such protection fgr a drug 
company far exceeded FDA's appropriate role, but that the agency 
would discuss the situation with the Department, 

In mid-September Rohssel Uciaf hired legal counsel, Swidler and 
Berlin, to lobby the federal government at levels above FDA to 
obtain the legislation described above. On October 5, Kevin 
Thurm, the Department’s Chief of Staff, and Harriet Rabb, the 
Department's General Counsel, met with lawyers from Swidler and 
Berlin to discuss the situation. The Department initiated the 
meeting to assesi; how the United States Sovepnment might 
facilitate sucoesp|4i completion of the negotiations between 
Roussel Uciaf and the PopulatidS Couftcil. At that meeting, the 
company reiterated its concerns about obtaining indemnification 
for potential losses and was again told emphatically that the 
Department would not support its efforts to obtain federal 
legislation. Roussel Uciaf ’s lawyer then suggested that the 
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Pa^e Four — ^ Carbl Rasco 

Uniiiga states could exercise its statutory powers of eminent 
domain and take over the patent for RiI-4S6 insofar as it covers 
abortifacienti uses; of the drug. 

Tiie Population Council appears tp be attempting to meet ttose 
demands of Roussel Uclaf that dp not require the enactment of 
federal legislation. We have been advised by the Population 
Council that they sent a propose^ licensing agreement to Roussel 
uclai on October 11, although wp; do not know whel&er foUssel 
Uclaf and Hoechst will find thiP proposal acceptable. In 
addition*; the Population Councll*s president recently met wiM 
the President of Roussel Uclaf, an^ iis planning to send a 
delegation to Germany during the first few weeks of November in 
the hope that if Hoechst understands that the Population Council 
isl a serious, credible organization, Hoechst will withdraw its 
objections and permrt Roussel Uclaf to enter into an agreement 
with the Population Council. Despite, these moderately positive 
developments, ws do not thin)? that the fiegptiatiohS Will, be 
successfully concluded without pressure on RCuSsei ticlaf/HoeChst. 

Moreover, we have learned that Hoechst is interested in using an 
American venture capitalist gtoup as a partner fot the Population 
Council ; this group is thought to be able to secpre ;#pipiia# 
sufficient to indemnify HoeChst at the level it llesirps. 

However, it is our understanaing l^at the Populalion, boUhpii, 
appears unwilling to work with thi# groupi Hhis issue h4H 
further complicated the negotiations * 

hVAILARLS OPTIOHS itWVl 

Xhe segotiatioBs between Rousi||e| tjtgiAf end the Population Council 
have not bean supoessfully ogfelWaed because of the insistence of 
Roussel Uclaf and Hoechst tha% they be protected from ail 
economic harm if they ;permit jttg-48f tb bp mitketed in this 
cpipitry. There are two options fPr mpying forward thi etallieti 
negotiatipnss 

Oh# optlPh is. to. entist the aid of Peliz Rohatya* or sameona of 
comparable stature, to h«gotiate with Roussel 0elaf and Hoechst 
on behalf of the United states Government. The negotiations 
require a person with extensive experience in tdie internatiofiSl 
business community, especially France and Germany, in addition 
the perspn must understand the pharmaceutical industry and have 
the standing to participate in high-level discussions that might 
involve appropriate ambassadors, as well as the Health Ministers 
in France and Germany. 

A second option is for the Uhiteg. Si#tes to exercise its 
statutory power# of eminent dOWdln and take over the patent for 
RU-486, insofar as it covers th# adbortifacient use of the drug. 

Tft# Government could then contract with a company to manufacture. 
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and distribute the drug. noted above/ this option was 
suggested by Roussel : Pclaf »s lawyers in their October 5 meeting 
with the Department's Chief of Staff and is clearly the company's 
preferred approach. While the United states government has the 
legal authority to tedce over the patent, such an approach is rare 
and in this case is politically complex. Although legal, there 
are particular concerns about ^e political viability of this 
approach and the willingness 6i Congress to permit such an action 
to stand. We note that Roussel Uclaf did not demand that the 
governments of France^ togland, or Sweden tadce such steps* 


KSzT hTepR 

Unless you ob:}ect/ the Department plans to engage the services of 
Felix Rofaatyn or somepn# comparable as a negotiator, fhis 
negotiator would reguire the state Department's support in malcihg 
appropriate diplomatic contacts, both with the Uhithd States 
Ambassadors to France and Germany, the French and German 
Ambassadors to this country, and other high-level officials in 
Franee and; Germany, such as, bhe respective Health Ministers, ifee 
pujppose of such contacts WbUld be to assess the situation and, 
detebmihe what msaStires the ilni-t^d Sthtss could tpbd. tp persuade 
RovtSsel uclaf 4 hd, HoCchst to naKf' RG~4S6 available in the Onited 
Gta<tes« fhe French, and dcyei^ents might be dlspiemhed t@ 

learn that their companies abe not acconmodatlng a request made 
by the United states Governmenti in addition, a negotiator of 
Felix Rohatyn's caliber might identify means other than fedp^dl 
legisiaibion to satisfy Roussel Uclaf's and Hoechst's eoncernf^ 

Xn order for the negotiator to sucoegd, the Department and the 
Administration must be unequivocal la tDa position that taking 
over the patent for RU-486 is not an option. To avoid any 
ambiguity on this point, the negotiator should have a letter 
signed by the Secretary of Health and Human Services meiking Cleab 
on behalf of herself and the Administration that the United 
States government will not take over the patent. In addition 
letter should request on behalf of the Administration that 
Hoechst and Roussdl Uclaf conclude negotiations for the entry of 
RU-486 onto the B.S. market exppditiously. Roussel Uclaf will 
have every incentive to delay ttie negotiations if it thinks that 
the United States will ultimately take over the patent. It is the 
Department's position that this option should be unambiguously 
rejected, not only because it is controversial, but because its 
continued existence will make it imposslhle for the negotiatbr to 
obtain any other agreement. 

"Svaju_ 

Dohna E. Shalala 
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DEpARTMENT^bJ HEALTH & HUftlAN $E«VICES 


Public Health Service 


Food and Drug Administration 
Rockville MD 20857 


September 36, 1993 


NOTE TO; The Secretary 

TROM: The Gommissioner of Food and Drugs 

SUBJECT: RU-48S 


On January 22, 1993, President Clutfeo ispaed a memorandum directing yOil to assess 
initiatives t« promote the testing, lieensing, and manufecturing in the United States of RU'486 
(mifepristoiieV The Agency has had ongoing dialogue wittt RoBSSel Uclaf to: gbt a 
marketing applicadoh submifed :tS WA for the drug. Both you and the FDA are on rdCQjd , 
as stating that if RU-486 is a safp and difective alternative to surgical ahorttOB, then women 
in the U.S. should have access to thai dfug. The President also direoted you to reassess 
Whether RU'4;8S ^dSWiss fof jrSpottstJCih Under FDA’s personal, use ijnpprtati.on policy,* 

I. CiirfeBt Marketing of the Drug 

RU-486 is manufactured by die French jfimt Roussel Uclaf and it is appnS.Ved to indous 
abordohs in France, the United, Kingdom, and Sweden. Roussel Ualaf has stated that R daft 
act in die United States only with the approval of its parent company, Hoechst A0i Hoechst 
has histoidc^i}' refused to permit Roussel Uclaf to seek marketing approval for RU-486 as idi 
ahoftifapienl in the United States. Both you and 1 have asked Hoedist to permit RoUssel 
Uiilaf to: (le a ndW dreg application (NBA) for the drug. Hopohst remains adawMI;: iS its 
reteal. While some members of Congress have written to HOechst urging the oo'iBpahy to 


* Although ihere aip several, invesligalioha nenlv drug ajs^tions (INps) on fib witi FDA for RU-48§ for ofher 

uses, inoWing BiBNng'seyntoim, diahetes, meningioma, and bleMi saucer, Rouasd tidal will nof puisue raadtrtmg 
applioaSons for theselniSoaSiSiw unH the abortion isslie ig, lUsdlved. FlA repres^lalives haVSmel with reprsSBnbtiVes from 
the Naiional Instoles, of Health (NIH) to discuss iraSalwes to protnole the tesliitg in :(l)e United Slates of hU486 and other 
anfiptogesfins, NIH is limitedlt vital if pat) do. by jha tesitictioiB placed on #8 af^haBeO the Hydd Amendfhehi, 

* In accordance with the Prasidenfs toiUaiy riiejjiorandum, FDA has leasseased whether RU-486 might gitaii^ 
for jraportaBon underf BA's personal use importalidn policy and whether the mpoit steF shsuid be rescinded. Tttore m 
agtiiKani public healdi iitiplio.alions associated wift rescinding toe sttpotf alert, e^tecfeily related to whether the drug could be 
salely used under these fflrttutmtences; tofs availability of coutllterfeit RU486 on dte wradd marttet tor Which toe Agency cannot 
attest to puiity, .gualiy, or safety; and toefact thal Housgdl.U,dars RU-486 is so hghtly pontrolled as to be unavailable fer 
personal itnportaSon even if toe import alert were jd be rescinded. The Agency sitonstted its recommendation on this i^tiS: to 
FHS on duly 14, 1993. Because toe roSoH, aeiiT|S! Been pHSlter^ bya woman whs attempted to bnng a sntatquanfiy of 
Ry486 irito the counlty, toe Agency is Woiking W'idi the Departmeitt on an apptopiiate response to this ongoing litigation. 
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submit a raarketin^ application for RU-486, oilier Congressional members have written to 
Hoechst expressing their strong opposition to th'e marketing of RU-486 in this oountryf This, 
and the well-publicized activities of anti-abortion groups, have provided Hoechst and Roussel 
Uclaf with evidence that the U,S. population lacks eohesiveness on this issue and that the 
abortion debate eontinuSs,; 

Bit Summary of Discussions with Roussel Uclaf Regarding Testin 2 of the: Drug 

IW Apiil 1993, FDA aitah|6d fi itieefflg,Between Roussel Uclaf and the Population Councfl, to 
attempt to get thbse paiies to agSb to wotk together to test RU^86 and file a new drug 
application for the drug. The Population Council was identified as the most likely group to 
work with Roussel Uclaf because the Population Council had a contract with Roussel Uclaf 
which required Roussel Uclaf to give the Population Council sufficient amounts of the ding 
so, that the Population Council oovild conduct cUnic|d trials. The; contract also appeared tg 
require Roussel fJclaf to license the drug ^|p the Population Counpll if Roussel Uclaf was 
unwilling to Sefi fie drug in the United St^s, A copy of that cojitract, whioi} must remain 
confidential, is attached. 

At the April meetings Dr. Edouard Sakiz. president of Roussel Uclaf, raised the issue of 
federal legislation to mderarufy Roussel Uclaf' from any damages it mi^t suffer fcoto 
perrnitting RU-486 to go onto the United States market Dr. Saki? was warned about product 
liability actions against Roussel Uclaf if a woman had an incomplete abortion and a defojmed 
fetus. Dr. Sakiz was also concerned about consequenuai damages, such as tbe ecgnoniic cqSts 
from boynotts of Roussel Uclaf (or Hoechst) products, bombings of Roussel UcIafiWoechst 
faeiities, etd,, by right-to-Bfe groups. Dr. S^Z’s view was that if the United States 
doVetnment tVanted RU-486 on the U.S. market, then the United States Government should 
make Roussdl Uelaf whole for any damages Roussel Uclaf might suffer because it had a^ed 
to the Utiited States. Government’s request 

Dr. Sakiz was told quite clearly at the Apdl meeting that such legislation Wtiuiti never be 
enacted and the FDA would not support Roussel Uclaf in its advancement Qf tiiat idea. 

Despite being told that there Was no possibility of obtaining favorable legislation, Dr. Sakiz 
committed Roussel Uolaf to go forward with the Population Gouncil to bring RU-486 onto the 
United States market Specifically, at the Apnl meeting RousM Uclaf and the Population 
Council agreed: 

Q that Roussel Uclaf Would lieense RU-486 to fee Rbpulatibtt Council, which would 
conduct a clihical ttiai inVolvihg EDOd women pureUaht to an investigktiohil new drug 
(IND) applioation; 
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0 That the PQpulatioh Council would oltjjnately submit an NDA, to FDA, based on the 
resaits of the olihical trial and' on other studies. &at have been ooMduoted by RoUsSel 
Ociaf; and 

o That the Popiilafioh council, with the cohcutrehee of Roussei Uelaf, wSuW choose a 
new manufacturer for the drug, and that Roussei Uclaf would transfer its technology 
for maMng the dnig to that manufacturer, because RouSSel Ociaf does not want to 
manufacture the drug for sale in this country. 

It was then left; for the Population Gouncil alid Roussel Uclaf to revise the terms of their 
connact, while Roussel Uclaf began sending Scientific information to FDA and the Pbpuiaton 
Council. 1114; contract negotiations continued from sometime after the April meeting Unli 
recently. As of late July 1993, the Populadop Council thought the contract negotiatijihS were 
proceeding smoothly, though slowly. In those negotiations the Population Council was 
represented by Jun Boynton of Christy and Viencr and Roussel Uclaf was represeniei' by Joe 
Qr^, its corporate council in Pans. , 

On August I, 4:^9i, Jim Boyntdn, the Population Council’s lawyer, notified FDA that Roussel 
Uclaf had recently demanded that the Population Council obtain a coraiBipnent from, the U.S, 
Qovetnttieiit that fte O.S. WOtild enact l^Siation tiiat would protect all persons who had 
ahyiung tp with RU-486, tliia wes, describe as similar to " right- to-aocess” legislation 
that ^ould make it a crime for any person to hurt or harass any doctor adthinistetihg JiU'fdgfi, 
flieir patients, and tlje manufacturers, distributors, and salespersons for the drug. RoUSS^ 
Uclaf also demanded that the Department of Justice promise to expend its resources tp 
enforce this law, if enacted, Roussel Uclaf also asked for le^slation that would indeninify 
Roussel Uclaf against any product liability exposure as a result of the use of RU>486 in this 
country or, as ah alternative, that would ban any produtt liability actions against Roussel 
Uclaf for RU-48fc Finally, Roussel Uclaf asked for legislation that would indemnify Roussel 
Uclaf agamst consequential damages. Roussel Uclaf’s principal assertion is that it is willing 
to give the Population Council a royalty^free license, because it has decided (given a push by 
Hoeohst), that it will forego any monetary gain from entering tiie U.S. market In shoi^ 
because Roussel Uclaf does not expect to make any money off of RU-486 IH the U.S. (nirket. 
and sees itself as permitting RU-486 to enter fbe tJ.S, market only because asked to do so by 
the United States Covernraent, then it should nOt indur any liability exposure pB aCoOunt of 
the drug. 

FDA advised Mr. Boynton that the FDA could not make a oommitinent to seek such 
legislation, pointing out that Congress had recenfly reenacted the Hyde Amendment and that 
other than the swine flu situation, the United States had never agreed to indemnify any drug 
manufacturer. Tlie FDA further explmned that it would go far beyond FDA’s appropriate role 
to seek such protection tor a drag company. The FDA offered to advance the idea within the 
Department, but was advised by Mr. Boynton that the answer given was sufficient 
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In mid.-Septetnber, Roussel Uclaf hired legal eouiisel (allegedly. Lester Hyman and John Hoff 
of Swindler and Berlin) to lobby the federal gov^ment at levels above FDA to obt4n 
legisiatipn protecting the company from potential losses, as described above. . 

in. Analysis 

The; FDA’s ptmeiple bbjection to RousSel UolaFs request for indemhifiOafron and related 
relief has been pragmatic- we did not (and do. not) thufr: CongfeSs vyouid ever pass such 
legislation. Having said that, we 4so think that there are other polipy reasons for refusing to 
seek indemnification of a drug manufacturer, for example: 

o It would ofeate an unacceptable precedent for any manufaemrer of a stgnificant 
vaccine or drug tO seek indemnification as a condition for bringing the product to 
market. There is little basis to dlstihguish RU-486 from a breakthrough AIDS drug or 
unique vaeeine. The swine Su indehtnification plan proved yeiy problematic for' the 
United States Government. 

o If public health problems were to occur post-approval, the interest of the United States 
an indemnifying patty would be to disprove that problems had occurred, while 
FKAJs obligation would be to objectively investigate and t^e appropHate 
protect the public health. This eibuld be an untenable conflict: for the tiilitCd Sthiss. 
Government. 

Roussel Uclaf s liabOiiy and boycott CohCeins should not be underestimated. Because 
ROuS^i Uclaf is willing to give the Population Council a royalty-free license, it wants to 
eliminate any potential for expenses due to the drug’s inuxtduction into Uie (IJnited States 
market. RousSel Uclaf has also expressed its willingness to give a royalty-free license to any 
other major U,S- phartnaceuticai ooittpany, but has found no company wiliing to take the 
license. Roussel Uclaf could, possibly, sell the drug to the Population Council (or to others) 
but it appears unwilling to do so, perhaps because the drug may have important ether 
tiierapeutic bemefits in the feture, and it may want to maintain the right to sell to those 
markets. However, Hoechst may be willing to simply abandon die patent or give it to the 
United States; 

Thtec are some that suggest that RCnsscl Uclaf is simply playing a delaying game^-Waiting 
uniil the veiy staunchly Catholic Hbechst CEO (Prof. Wolfgang Hilger) retires in April 1994-- 
sb that then Roussel Uclaf would bd: free to exploit the drug in the United States and 
elsewhere for all use^i. Others suggest that Roussel Uclaf does not want to reach agreement 
with the Populauon Council, but is merely stalling until an intemational foundation is created 
by Dr. Etienne Balieus the invehtof of die drug and a former Roussel Uclaf employee, to 
which Roussel Uclaf could died sell the rights to die drug. 
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The speculation is fueled by the essentially u|iahswered-question--as to why Roussel Uclaf is 
willing to manufacture tuid sell RU-486 to SdiHe markets (England, France, and Sweden) but 
not to others, (e.g., the United States); Ilie comnipn thinking is that Hoeehst is only willing 
to permit F!iO,uissel Uclaf to sell RU-486 in, a country, when Hoeehst is forced to do so 
p,olitically, ahdi thirefore, the only way to get Rliedfe onto the U.S. market is to exercise 
political preslure ph itOussel Uclaf and on Hoeehst.. 

This thinking appears borne out by the circumstances hpife-iioussel Uclaf was drilling to 
come to the table (at F©A) when it had retjcived pressure from President Clinton (the January 
23. 1993, Executive Order), you (your March 12, 1993, letter to Prof. Hilger at Hoeehst), and 
FDA, but that since that pressure has waned the iriiSentive to come to an agreement has also 
waned, 

Another possibiUty is fhat the Populadpn Council is simple attempting to reach an agreement 
that leaves Roussel tlclaf with too litde, and that if the PopulaUGn Council were willing to 
settle for less (e.g„ the ability to study, but not to market the drug or to tndemmfy Roussel 
lJclal9, ;^bn: a deal could bc. tesched, 

TV, Recbnimeridatioii for Expert Advisor 

TTiis situation calls for someone of Felix Rohatyan’s caliber for several reasons. thd 
outset, we ntpst make it clear (hat (he H)A cannot take this iss'ue too far without 
compromising its role as objeedve reviewers of the safety and efficacy of the drug.- Sbt 
equally as important is the fact that this is an issue where business and politics intersect quite, 
diaibatically. Because of the abortion debate, Roussel Uclaf is left alope to promote its drugv 
Other major U.S. drug manufacturers have, to date, refused to join forces with Roussel 
Uclaf-rcither by agreeing to go forward with their own abortifacient drug products; or by 
agreeing to be the manufacturer or distnbutor of RU^86. Therefore, Rous.sel Uclaf feels 
isolated (and vulnerable) by the UsS; demands. It wiU take an experienced person, fkmiliaf 
with the drug industry, to sort out these issues. 

Second, there are pragmatic, economic CPhceijis to be faced. Roussel Uclaf s Concerns about 
indemnification are realistic concerns dsaf need to be satisfied. Someone with extensiyh 
experience in the business community ($i FnaaGe and Germany as well as in the Uiiite.i 
States) will have a better understanding of the vanouS. ways this concern can be overoQmp; 

Finally, diefe aid tbpldmatic isSUes ttiaimay need tt be addressed. If may be that France and 
Germany wdlSd be uihappy fo leMii |h(t(, their companies ■were not aocommodatmg a request 
made by fee Ulriied’ Stetes GovefoSaent The U.S. Ambassadors to France and Germany will 
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need, to be consulted on these issues, and your counterparts in France and Getfmany may also 
need to be involved. We think that someone familiar to these circles would advance the 
Administration’s goal to bring a safe and effective abortifacient to the U.S. market. 


Attachment; Contract 

cc: Dr, Philip Lee 

Mr, Kevin Thurm 
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THE WHITE HOUSE 
WASHINGTO N 


January 22 , 1993 


M^ORANPUM FOR THE SEGRETARV OF HEALTH AND HUMAN SERViCES 
SUBJECT: iMgortatioh of RU-486 


In Import Alort 66-47, the Food and Drug Administraticin (f'FPAn) 
excluded thfe drug Mifepristine — dgiomonly known as rU^ 486 -- 
from the list of drugs that individuals can import in"faa the 
United States for their "personal use," although the dtufa haue 
not yet been approved for distribution by tHe FDA. < See FDA 
Regulatory Procedures Manual, Chapter 9-71. j Import Alert 66-47 
effectively bans the importation into this Nation of a drug that 
is usgd in other nations as a nonsurgical means df' abortiohi 

I am Informed that in excluding RU-486 frdm the personal use 
importation exemption, the FDA appears to have based its 
decision on fadt^tS dtHet than an assessment of the possible 
health ahd safety fisks: of the drug:.. Accdt^ingly, I hereby 
direct that you promptly instruct the FDA tp determine whether 
there is sufficient evidfhce to warrant exclusion of RU-486 from 
the liet of drugs that qualify for the personal use importation 
exemption-. Furthermorej if the FDA concludes that RU-486 meets 
the criteria for the personal use importation exemption, I 
direct that you immediately take steps to rescind Import 
Alert 66-47. 

3n addition, I direct that you promptly assess initiatives by 
which the Department of Health and Human Services can promote 
the testing, licensing, and manufacturing in the United States 
of RU-486 or other antipf ogestins , 

You afd hereby author iaed and directed to publish this 
memprahdtim in the Federal Register . 


o,. -- 
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MAY I I 1994 


TO: 

FROM: 

SUBJECT: 


Carol Rasoo 
Kevin Thurm 



RU 486 


Background 

Roussel Uolaf, a French subsidiary of the German company, 

Hoechst, holds two United States patents for its product, RU 486, 
which has abortifacient and potentially scores of other medical 
uses. The French company has engaged the Population Council, a 
not-for-profit organization, in over 14 months of negotiations 
designed to transfer Roussel Uolaf ’s United States patent rights 
to the Population Council which would then take steps to bring RU 
486 to market in this country. Those negotiations are on-going. 

On May 9, 1994, Roussel Uclaf wrote a letter to Secretary Shalala 
stating the company's wish, instead, to offer the RU 486 United 
States patent rights to the American government insofar as the 
abortifacient and other gynecologfcal uses are concerned. The 
company proposes voluntarily to assign its patent rights, as so 
limited, to the government free of charge, asking nothing in 
return. 

Were the government willing to accept the "gift" offer, 
negotiations with the Population Council would be discontinued, 
and the patents, as so delimited, would be made available for 
assignment to the United States. 

Alternatively, Roussel Uclaf has advised that should its 
bilateral negotiations with the not-for-profit be resolved, the 
deal cannot be finally closed unless and until the President of 
the United States writes a letter to the French company asking, 
on behalf of the women in America, that the patents be assigned 
to a non-profit entity in this cormtry. 

Roussel Uclaf strongly favors the gift to the government 
arrangement. Your advisors strongly favor the bilateral 
arrangement and have taken steps consistently and firmly to so 
insist. 

Issues for Decision 


One: Whether the President is willing to write a 
letter to the manufacturer of RU 486 asking that the United 
States patents for that product be assigned to a not-for-profit 
entity in this country. A suitable letter might read as follows: 

It is important for the health of women in 
the United States that they have access to 
the widest possible range of safe and 
effective medical treatments. In support of 
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that goal, in SMuary 1993, I asked the 
Secretary of health and Hunan Servioes to 
promote the tes'ting and licensing of 
mifepristone [RU 486] and other 
antiprogestins in the United States. 

TO hermit the appropriate testing, 
development and; distribution of RU 486 in the 
United states, I ask that 'your company give 
its mifepristone patent rights in the United 
States to a nonirprofit organization that 
would take all necessary steps to file a new 
drug application with the Food and Drug 
Administration [FDA], so that the FDJk can 
determine whether the drug- is safh and 
effective for use in the thiited States,; 

Two; Xf the bilateral negotiations between Roussel 
Uclaf and the not-for-profit entity fail, and only option 
then currently on the table is the gift offer, is the; government 
of the United States willing, and _if so, under what Conditions, 
to accept the offer of the patent rights for RU 486? 

Three: If the government: is not willing to accept the 
offer of the patent rights, on jfhat is that decision to decline 
based, and bow will it be oOmmuhicated to the AineriOah people? 

*■ i it- it if' '♦ '*.*■*, * *; *'■ 

fhi folMi^fiig' tabs set forth disOnSsion of the various faetors 
thit hay he hrOught to bear on the decision-making: 

fab; i; History and background of RU 486; in this 
Administration 
Tah 2: Legal issues 

fab 2; Bringing RU 486 to market [timing, available 

entities, administrative hurdles] 

Tab 4: Political cohs'lderations 

Tah Press strategies and cohierns 

ThO follOwigg' dOcumeh'ts ate Sttaohed; f or your reierence; 

txhibit 1: fhe ptesideht's Memorandum of jahuarsf 22, 

iMd 

Eidiihit 2 : RouSfsl Uclaf 's May 9, 1994 letter tO 
Secretary Shalala attaching a df%ft 
offer of the gift 

Exhthit 3: Roussel Uclaf 's draft letter to the 
President 

Exhibit 4: Minutes in french and translation of the 
2|(fil 26, 1994 Roussel Uclaf board 
misting setting out the need for a 
letter from the President 
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BACKQROgND 

Roussel Uolaf, a Ftench subsidiary of the German company^ Hoechst, 
holds two United states patents for its product S9 486, which has 
abortifacient and various other medical uses. The patents will 
expire in the years 2000 and 2001» Hoechst, tht parent coinpanyj is 
oo-owned by the Gelanese Corporation* whosS direct or indirect 
product lines include Nike sneakers and seSt belts; the company 
does about $8 billion worth of business pat year in the United 
States. 

On January 22, 1993, the President directed the Secretary to 
"assess initiatives by which the Department of Health and Human 
Services can promote the testing, licensing, and manufacturing in 
the United States of RU 486 or other antiprbgestinea (Exhibit 1) . 
Wfthin the month, the FDA, through Commissioner David Kessler, 
requested both RoUssel Uclaf and Hoechst to expedite the process 
and met with representatives of Roussel to discuss issues. In 
March 1993, Secretary Shalala wrote to the president of Hoechst 
urging him to eliminate all corporate barriers to Ib'troduction of 
RU 486 in the United states. 

Roussel Uclaf identified the Population Council, s non-profit 
organization based in Hew York, as the most likely vehicle through 
which to produce, distribute and test RU 486; the t^o parties have 
a 19.82 contract Which gives thb Population Council some limited 
rights to license Roussel Uclaf product In this country. 

Over the past fourteen months, the two parties have conducted on- 
again/ off -‘again negotiations over a distribution scheme, liability 
insurance {product and damage to property) , and Insurance for lost 
pifoiits due to economic boycotts of non-related products. During 
thete talks, Houssel, in addition to the three main Issues, 
occasionally raised subsidiary matters; these bumps in the road 
served to delay the negotiations (some believe that Roussel was in 
a holding pattern in anticipation of corporate leadership changes 
in January and April of this yearj , In several newspaper stories 
on this issue during this period, representatives of the two 
parties have been quoted saying they expected a deal shortly. 
Obviously this has yet to materialize. 

Last fall, lawyers representing Roussel Uclaf met with HHS 
officials to discuss ways the federal government might help the 
negotiations. Over a series of meetings, the corporation's lawyers 
presented a variety of requests, including whether the 
Administration would seek legislation indemnifying Roussel for all 
potential damages or would seize the patents. HHS officials 
repeatedly told Roussel's lawyers that neither was a possibility, 
and that the deal should be done through the private parties. 

Oh April 14, 1914, the Sec5Eita;j^’, along with other HHS officials, 
met with represehtatives of the tWo parties, ineiuding Professor 
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Ernst Aft ing (current CEO 6| Roussel), Dr. Edouard Sakiz (past CEO 
and current Board Chair of Soussel), and Margaret Carlson (head of 
the Population Council). The Secretary stated that the U.S. 
government would neither seek legislation indemnifying Roussel nor 
seize the patents. She made clear to the parties the importance 
she attached to the introduction of the product in the U.S. through! 
an agreement between them.: She ended the meeting by imposing a May 
15, 1994 deadline for successful completion of their negotiations. 

In light of this deadline and hearings scheduled by Congressman Ron 
Wyden for 10:00 a.m. on May 16 to obtain a status report, the 
parties have continued their negotiations. Although many issues 
have been resolved, some remain: the extent of insurance coverage 
for product liability aSd damage to property, and I "pull the plug" 
Option which would give Roussel the authority to require the 
Population Council to withdraw the product from the market if the 
potential liability from all lawsuits exceeded a specified amount. 

&h April 26, 1994/ the Board cf Roussel Uclaf passed a resolution 
authorizing under certain circumstances the assignment of patent 
rights to either the United States government or to a non-profit 
organization (Exhibit 4). If the rights are to be given to a nbn- 
prOfit;: the President of the United States must so request %■' 
letter on behalf of the women of thU country (see draft letter ift 
cover memo) . 

By letter of May 9i 1994, Roussel notified the; Secretary thap .it 
warn prepared to assign the patent riglit? (for ,abortifaplen% and 
otheS gynecological uses) to the government and attached a drait 
letter to the President: from Professor Afting, the president and 
CEO pf Roussel (Exhibits 2 and 3) . This draft letter closeii' 
mirsof^^ an earlier informal draft discussed with Kevin Thurm, 
Harrieti Rabb and David Kessler during the prior week:* 

Discussions between the parties are scheduled to continue through 
the end of the week. If the private arrangement is not concluded* 
we must be prepared to have an answer to Roussel's letter which we 
believe the company would send (or at least publicize) . There is 
some "buzz" among pro-choice and women's groups about this issue sc 
there is a chahee developments will leak before the deal is 
finished on the letter is formally sent* 
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LESM. ISStfES DISCttSSIOH 


I. Gift Acceptance. The first ^estion is whether the government 
Should insist that any gift be for all ianown medical uses, not 
just abortifacient and gynecological [including, perhaps, 

"morning after"] uses. On the one hand, the broader rights may 
make the patent more attractive to potential licensees. On the 
other hand, some potential licensees may be appropriate 
repositories of the government's patent rights for the designated 
uses, but not the full range of known medical uses. Finally, the 
burden of besting and bringfih^ forward the product for 
abortifacient and gynecological uses may be more than enough 
obligation. The responsibility of pursuing research and testing 
on all the known medical uses to bring the promising ones to 
fruition may be more than the government and any licensee want to 
assume . 

The Secretary has statutory authority to accept a gift, such aS a 
patent, on behalf pf HHS's Pufaiic Health Service. Alternatively, 
the directors of the national research institutes at HHS's 
National Institutes of Health (NIH) have statutory authority to 
accept gifts to support the activities of their institutes. Each 
option has pluses and minuses. 

A. Secretarial gift acceptance^ Because patents are 
intangible property, by statutory, directive, thh evidence of the 
gift (in this Case, thp original patent assignments), must be 
lodged with the Department of the Treasury. Treasury has the 
discretion to hold the property or liquidate it at HHS's request. 
There is unlikely to be a problem raised by Treasury, but, to 
date, that Department has had no part in the HU 48$: issue ahd 
must be consulted should this route be chosen. 

B. NIH gift acceptance. No inyDlyement of Treasury ip 
required, Gifts to NIH institutes must be made to support the 
activities of the reoeivihg institute ^ so a showing of such 
purpose would have to be made. This is not likely to pose a 
problem, but no work has been done to identify a likely institute 
fecipieiit or to prepare the gift justification, 

Finally, with regard to gift acceptance, since Roussel Uclaf is 
an entity doing business with HHS, Including specifically the 
Public Health Service and its components, the government will 
have to be sure that accepting the gift does not give rise to a 
public perception concern. There is no ethical impediment to 
accepting gifts from entities so positioned, but care must be 
taken to weigh the benefits and consequences 00 that the public 
can be assured that no favor has been curried or promised. In 
fact, it has not. 

Transfer of the Gift. Roussel Uclaf has offered to assign 
its. righti to the abortifacieht and gynecological patent uses to 
the government, were the united states to accept the assignment 
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from Roussel Uclaf, the governmOTte- would in turn find a licensee 
or licensees willing and able Ip take responsibility for 
obtaining FDA approval and bringing the product to market. 
Although it is conceivable that the government pdpld perforin 
these tasks itself, only the Department of feefehse now 
manufactures drugs on a large scald i 

Since, by lawj federal agencies are authorized to grant Licenses 
in federally owned patents, were the goyernmeilt to have the 
patents by assignment, subsequent licensing arrangements ard 
possible. Additionally, patent law provides the patent owner 
(or, in this case, the patent assignee) with the right to sue for 
patent infringement . Such capacity to bring suit could be 
consequential; if cbiinterfeit product began to appear in the 
United StateS; 

III . licensing the United States Patent Rights^ Government 
agencies are authorized by law to grant non-exclusive, exclusive 
or partially exclusive licenses under federally-owned patents. 
Licenses to PHS-owned ihyentions are negotiated by the NIH Office 
of Technology Transfer in accordance with government-wide 
reguiitions. 

Under the regulations, non-exclusive licenses can be, given by the 
government relatively easily and directly to any applicants/ 
generally speaking, whose capacity tp act respOneiblf regarding- 
the license has been demonstrated. 

Exclusive or partially exclusive lic^Ues are subject to a 
different, but not much more difficult process. Notice of the 
patent»s availability muet be published in the Federal 
and a gixty day period fbr filing writtep objections must be 
allowed/ Ho less than three months after the date of 
publication, and after consideration of any objections received, 
ah exclusive or partially exclusive license may be granted. In 
that: event, the agency must make determinations regarding the 
necessity for an exclusive license, rather that a nonexclusive 
one, the effect of the license on competition, and whether small 
business firms have been given first preference in accordance 
with the statute and regulations. 

If and once the United States accepts the gift, it will be 
critically important that some bidder ( s) Cilme forward seeking a 
license to bring the product fed market, ibussel Uclaf 'S efforts 
to shop this product arouhd to United States pharmaceutical 
companies to get one or more to take up the resptorisibllity of 
bringing RU 486 to market ha-ye been unsuccessful. EOuSsel Uclaf 
reports that the reluctance reflects other companies' 
unwillingness to bear (i) tije product liability risks associated 
with the abortifacient or (ii) the political pressure from anti- 
abortion forces. 

If., Possible Bnitad stttes Tort Liability. The likelihobd of' 
United States tort liability depends, iri larfe measure, oh the 
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government's role in bringing RO 486 to market. Through 
sovereign immunity, the United States government is not subject 
to liability except to the extent that it consents to be sued. 

The Federal Tort Claims Act (FT^) is a statutory limited waiyer 
bt soyereign immunity and, thus, Sets as consent to being sued> 
Under the FTCA, the government is liable for personal injury 
caused by the negligent or snrongful act or omission of a Fedejfai 
employee under qircumstahees: where tdie, government, if a privatie' 
party, would be liable to the plaintiff. It would be unlikely 
for a court to allow a suit to go forward against the government 
under the FTCA if the government merely performed the 
"discretionary functions" of accepting a gift, licensing the 
patents, and acting on an application foy FDA to approve a drug. 

Efowever, were the government to become enheshed in facilitating 
or playing a direct role in the transfer of the technical 
^aekground information that makes it possible actually to make 
RU 486, for example, the government risks being drawn into 
iiaijiiity . An approach which limits ^^e government ' s role iii 
bringing RU 486 to market, while solyihg the lion's share of the 
potential government liability risk, creates Other problems .- 
Without the backup technical "know how," it would be years before 
any government licensee could create the product, Since it ig 
unlikely that a licensee would bid for these patent rights 
withoul: the actual prospect of bringing the product into 
existence, the United States could pe left holding tftif i||ifents 
witjj jjg ligihsee willing step up: and taka ttiem. 

Alternatively, if a European or other off-shore manufacturer ma&e. 
the piStoduct in a fashion that meets PDA standards, the prcdUot is 
potentially importable by a government licensee. One wrinkle on 
this process results from the technology transfer regulations 
referenced Jdiove which note that normally, licensees of United 
States patents have to agree that the product will be produced 
substantiaiiy in the United States^ 

In short, to the extent the government refuses to become involveU 
in actually transferring the technology, tort liability is kept 
at bay. But licensees may be kept at bay as well, leaving the 
government holding the patents with no prospect of bringing 
RU 486 to the women in America. 
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BMKGIMG RP 486 to M&RKET 


A. Direct. Pateant Transfer to Popmatlon eduncll 

If Roussel iBciaf agrees to license its patent tigiits in 
RU 486 to tHe Population Council, ttie Populaticn Gourtcll would 
then have to take the fpilowing steps: 

o liocate a drug manufacturer that would be willing to 
manufacture RU 486 fCr the United States market (we are advised 
that such a manufacturer has been itlehtifled by the Population 
Council i i 

o Obtain inforMtieh from Roussel Uclaf on how Roussei 
Uclaf manufactures RU 486 and on its testing of the drug, so that 
the new manufacturer could follow parallel processes and the 
Population Council could refer to Roussel Uteiaf's animal- and 
hlsSian testing of RU 486 in any submission tb the Rood and Ujeug 
Administration. If Roussel Uclaf provides this infdimatlon and 
technology transfer* it will significantly shorten the amount of 
time it will take to bring the dpug to the United States market 
(assuming the drug is found to be safe and effective by FBA) . 

With Roussel Uclaf 's informat-ion* it might take six to twelvf 
months for the Population Council's manufacturer to begin 
production of the drug* and for the Population Council to 
ifs marketing application with the PDA* if RoUssel Uclaf rel|lifi 
to provide such information* It will take the Populatioh Couhliil; 
eighteen months to two years to begin production* and df" to 
years tg repeat the animal and human tests that Show Whei%:e1^ thO 
drug is safe and effective. 

Roussel Uclaf has stated that they mill transfar the tephttolo^ 
to the Populatibh Couhcii, but fee do hot cohsider this a sfcrhng 
assurance* 

0 fefin some clinical testing of the drug in the United 
States. Clinical trials* though not absolutely necessary for FDA 
approval, would permit women in the United States to have access 
to the drug, and: for United States physicians to become familiar 
with the drug, while the Population Council prepared its 
marketing application for the FDA. 

If Roussel Uclaf were to provide Prench-made RU 486 to the 
Population Council for yie clinical trials, such trials could 
begin in the United States in approximately six months (five 
months for the Population Council to design its trials and find 
physicians willing tp do the trials, and one month for FDA 
approval) . If Roussel Uclaf were not willing to provide the drug 
for clinical trials, such trials would have to wait until (1) the 
Population Council's manufacturer could begin production Of the 
drug, and (2) either Roussel Uclaf gave the Population Council 
its animal studies or the Population Council did its own ahlmal 
studies . 
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Itoussel Uclaf has stated that it would pjsovide the Freridh^aade 
Ifetj 486 to the Population Council for the clinical trialsv but 
again we do not consider this a strong assurance. 

o File a marketing application with the FDA. As indicated 
above, if Roussel Uclaf provides information and transfers its 
technology to the Population council, a marketing application 
could be filed with the FDA within six to twelve months. FDA 
review would take no longer than six months. Many of the 
scientific decisions on the proper use and distribution of the 
drug have already been considered by the FDA, based on 
information already provided to FDA by Roussel IJelaf and the 
Population Counoil. Roussel Uclaf would not need to finish its 
United States clinical trials before filing a marketing 
application with FDA; such trials could be used to refine the use 
of the drug at a later time; 


B» Patent Transfer to the Uhited., States 

li Roussel Uclaf gives its patents to the United States, the 
Uhiited States would have to take the following steps; 

o The united states would have to determine the scope Of 
the rights given to the tinlted States — are the rights only fh 
the, abortifacient and other gynecological uses of the drjetg, of in 
all uses of the drug (e.g., gynecologipil Uses, GusKlhf'S 
disease, breast cancer). 

O The United States Wohld then need to transfer itf rig|;ts 
in the patehts to a third paft^^ This propese is discusfedi'ht 
Tab 24 and woftli take at IdSs^ six months. 

o The license holder would then need to take all of the 
steps outlined above, i.e., find a manufacturer, conduct the 
necessary tests, and file a marketing application with the FDA. 
The length of time these stepo will take depends on whether 
Roussel Uclaf is willing to tr^ansfer its infOrttatioh, technology, 
and the drugs necessary for clinical trials tS the license 
holder, Roussel Uclaf has advised tee goveriOTent that it woiild 
provide tee information and F^enqh^dade RU 486 for cXihical 
trials to the United States' licensee, but it could change its 
mihdi 

It is difficult to determine whether tee United States 's license 
holder would take appreciably longer to bring RO 486 to market 
than the Population Council would nfeed if the Population Council 
received a direct transfer of rights from Rousse], Uclaf, 
Obviously, if the United States licensee is the Population 
Council, little time will be losb above that associated with the 
transfer of tee patent rights from the United States to tee 
Population Council. If another group becomes the United States 's 


2 
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licensee, that group night ibis able to bring the drug to the 
United States market slightly faster than the Population Council 
(if the group chosen i?as very familiar with the drug, had a good 
manufacturing facility, the cooperation of Roussel Uclaf , 
experience in F0A marketing applications, and excellent contacts 
with United States physicians) or mugb slower (if the group falls 
short on Shy factor). 

We anticipate that if Rdufsei liclaf gives its pateht to the 
United States, it will add at least six months, and quite 
possibly twelve to eighteen months, onto the time needed tg bring 
the drug to the United States market. This estimate excludes any 
additional time generated by litigation ( see Tab 2). 


3 
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P01.ITICA1. ISSOE DISCnSSIOM 


In Mowing the various options# it is important to place, them in 
a brohder political context, particularly a,s they relate tp 
health care reform, given the likelihood that Congress will 
narrow the current Health Security Act provisions that provide 
for abortions under pregnaticy-related services. 

Because of ^is situation with the Health Security Act, the 
introduction of RD 4i6 will be of greater significance to the 
pro-choice and women's groups. If the Administration is viewed 
as closing the door or rejecting an apparently reasonable offer 
on EU 486# then the path toward reaching a non-confrontational 
agreement with the advocates on the Health Security Act could 
become much more difficult. It is, therefore# extremely 
important that the decision concerning RU 436 be placed vin tihd 
context of promoting women's health apd maintaining the close 
relationship of the Administration to these groups* 

With regard to other political considerations, the acceptance of 
RO 486 by the federal government, as opposed to by a private nonw 
profit organization, would most certainly lead to a f Joor 
amendment on the Labor, HHS appropriations bill, or other 
Isgisiatlve vehicle to prohibit federal funds from being used in 
conjunction with RU 486. It is difficult to predict the eicact 
nature of the amendment. However, in the last Congress, 
Representatives Dornan, Dannemeyer, Lent, Bartlett, Bunning and 
Hunter co-sponsored a bill to prohibit federal funds from being 
used for clinical studies of RO 486 as an abortifaeient. Given 
the likelihood Of another Hyde-^type amendment on the House and 
Senate floors this year, as well as the expected abortion- related 
amendments on health care reform, the members of the House and 
Senate will be frustrated at having to face another abortion- 
related vote (on RU 486 appropriatibri limits) , The outcome of 
such a vote is difficult ho predict. 

To date, we have worked very cooperatively with Congressman Ron 
wyden, the chief Congressional advocate in providing access to RU 
486 to women in this country. We expect to be able to continue 
this close working relationship through the upcoming hearing on 
Hay 16. Because Congressman Wyden has postponed past hearings, 
and is very frustrated by the fourteen months of negotiations, it 
is unlikely that he would be willing to postpone the Kay 16 
hearing. He is convinced that Roussel Dclaf and Hoechst have 
been stalling for time, and that it is important to remain firm 
on the hearing date in order to force agreement or to make it 
clear to the American public that the companies have no intention 
of providing RU 486 to the American market. 
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Finally, regardless df the precise: wording d:B the President's 
Janiiary 22, 1993 memorandum, the e^ectation it created among the 
pro-choice and women's groups that the federal government will 
do everything possible to get IB 486 introduced in this country. 
Leaders of these groups will be concerned with Administration 
action on health care reform and other issues, including the 
choice to replace Justice Blaokmun. Saying "no" to a facially 
reasonable offer by Roussel Uclaf weaicens our political, base and 
may subject the President to criticism that he is jictj sticJcing to 
his original position. 

Given the expression gf Presidential Support for RU 486 in 
January 1993, a "yes" adds marginal political cost (separate from 
issues like health care reform). Por 1996 purposes, we probably 
lose few friends and anger few voters hot already ppsttioned on 
this or related issues, 

A "yes*'vi however, also peans the Administration will have this 
issue on its front burner for a significant period of time. 
Anticipated flogr amendments ip dopgress, ^allying at HHS pr 
dt^'r government buildings by pto-life gpoups, and the 
necessarily public pigcess to secure licensees will provide ample 
opportunity fot Repufeiicans and others oi^oSed to the 
Administration to fodM Ittention on this decision and dn. its 
aftefiiiatb. 
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MST OF MFIIBERP INTERlSTlD IH THE RO-486 ISSUE 


HOUSE 

Ron Wyden 
Henry Haxnah 
flichaal McNulty 
Ui» Sunning (R-KY) 
Robert Dornan (R-CA) 
Duncan Hunter (R-CA) 


SENATE 

Carol Moseley Braun (D^IL) 

faul Slmob (D-IL) (wrote on behalf of oonetituent) 
f'blun Brea^fc (0-X4) (wrote oh b^alf of oonstltueht) 


BACKGROUND 

For five years Wyden has been by the most active end vocal 
Member on RU-48fi . He has held numerous hearings and ipsponagf'ed 
a bill with Wakban in the last congress tO overturn the PDA 
Import ban. Also in the isgt congress, 6 Rep|)g^icans (Dornan, 
Oannsmeyer, Lent, Bartlett, Binning, end Hunti|||’ ddSbonsored a 
bill to prohibit federal funds from being usip for dlinicai 
Studies bi RD-49S as an abortif anient. Nb one in the Sena-hi it 
consistently edtlVS on this issue. 

obviously, ^e womens'' cadous will be interested ih any ecbibhi 
taken on Ru-^il86 as will the pro-ilfe caucus (especially Hyde, 
Helms, and Cs Snith) , However, ih the last four years the 
Department has not received RU-48e letters from either group,: 

Very little mall has been received by the Clinton Administration 
on RU-486. A typical letter is the attoched C, Moseley-Braun 
letter inquiring as to the stetus of the President's Directives. 

In the Bush Administration a typical letter is the attached 
California delegation letter On RU-486 as an iiq^ortant option for 
American women. Also, letters often stressed the importance of 
allowing research on RU-486 to go forward in areas of breast 
cancer, glaucoma, Cushing's disease, etc. 


Piease let me Know if i cah get additiOnai informatloh for yod 
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PRESS ISSPES DISCPS8ION 


If negotiations with the Population Council collapse, the Clinton 
Administration will be left with two possible cpurse| Of action. 
The following is an examination of the public relations 
ramifications of both choices; 

If the Administration decides to .accept the gift of the patent 
from Roussel nolaf, for purposes of insulating the Vihite House, 
it should be accepted by Secretary Donna Shalala at the direction 
of the President of the Dnited States end on behalf of the women 
in America. This could be done in a press conference on Friday, 
May 13, £§94, with up to four principals; Secretary Shalala* 
Roussel Uclaf President, Population Council (if they would agree 
to run the clinical trials) and possibly Congressman Ron Wyden 
(who hhS been pushing this issue on Capitol Hill) . 

It would be made very clear that tbis atep is the result of the 
process that was set in motion by ftresident Clinton's miemorahdum 
of January 22, 1993, and that it is being taken because it was 
impossible for Roussel Uclaf to come to closure with a private 
sector entity. Because a non-sUrgical (and sometimes safer) 
abortion alternative would thus be available to women in t^e 
United States (as it is to many women in Europe) , acceptinf the 
patent gift should be touted as a reproductive rights victory fM# 
fmeficah Women and, anO.fher example of the Clinton 
4s^inis'tration s commitment to: deliver on Its promises; However*: 
PiCretary Shalala' s reiaarks would be tempered by caution aboUf 
the long and difficult road ahead and itoe potential rtoadbipj^p to 
bringing RU 486 to the marketplace. 

While it should nof be a part of the formal press conference, 
there should be a concerted effort on the part of the SHS public 
Affairs team b® plhce stories that outline the hurdles that must 
be overcome bo shield the Administration against the fallout from 
our allies in the event efforts to get RU 486 to market become 
stalled in bureaucratic process, in Congress or for oOier 
reasons , 

Because the Clinton Administration would actually be in 
possession of the RU 468 patent for a period of time While the 
licensing process moves foreward, during that tlmev the 
Administration may well be the focus of protest py conservative 
organizations that have become increasingly vocal and militant. 
These groups hive suffere_d recent setbacks in court (e.g. a 
ruling that Jias imposed massive fipes and barred them from 
physically blocking access to abortion facilities) . They would 
welco^f ah extremely high visibility focal point for their 
activities. Protest marches in front of the White House and HHS 
are imaginable, and the conservative talkshow circuit would help 
to sustain the furor. This could go on while other abortion- 
related issues are before Congress, including debate on the 
Health Security Act and the FY ISaS enactment; of the Hyde 
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Amendment. In the worst case, it Could put the abortion issue 
centerstage, with the Clinton Administration as a high-profile 
player right up through the kick-off of the 1996 re-election 
campaign. 

It would also be necessary to recrait a cadre of lawmakers, 
pro-choice and women's advocates willing and able to speak up for 
thi, Administration over the course of this heated debate. That 
is critically important for holding our own on the conservative 
talkShow circuit . 


If the Administratibh decides to reject the gift of the patent 
from kpussel ^olaf, liews of that decision should be disclosed in 
a press conference on Friday, May 13, 1994, by Secretary shalala 
and FDA Commissioner David KesslSr. It will be necessary to 
construct a rationale for Vtiy th^at course of action is better 
than the alternative one for American women. The argument will 
have to be that giving the patent to the United States government 
does not spedd the drug to the lunerican marketplace. In fact, it 
does just the Opposite. Administrative regulatory process and 
the potential for legislative stonewalling could be very tiine 
oojis^ing and could ultimately present the women in Jtoeripa irom 
gaining access to 
RO 

We should also highlight in the Secretary's statement the 
Unprecedented nature of what Rousse| Uclaf was attempting to 
position the United States to do, Kever before has a patent been 
ascepteh by the government. The novelty of the situation makes 
tbt issue potentially more likely to be tied up in litigation or 
legislative maneuvering. One of the speakers would provide 
details of the formidable obstacles that may delay or even 
prevent the United States from moving the drug onto the marhet, 

If Roussel Uclaf is willing to grant the United States patent 
rights for using RU 486 only for abortifacient and other 
gynecological purposes, another potential argument we could 
embrace is the position that we i^anted more Uian the rights they 
were willing to grant because, our Interest in this drug goes 
beyond the issue of abortion, the need for which we are committed 
to making as rare as possible. 

We would stress that a private sector deal is the only viable 
option for getting RU 486 guickly through clinical trials and 
into the market place. We should outline, in detail all that the 
fppulation Council did to try and close the deal during the 14- 
hOnth negotiations with Roussel Uclaf. The message, either 
iiplicitly or explioitlyi is that Roussel Uclaf does not really 
want to close a deal with an entity that clearly has the 
potential to bring R^ 4S6 to the marketplace because the company 
fears pressure from AttUrlcan conservatives, 
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Our position should be publicly to challenge RoUssel tielaf to go 
back tb the bargaining table with, the Population Council or to 
open negotiations with another entity; to stop playing games; and 
to get serious about responding to the reguest that President 
Clinton made of them almost a year and a half ago. 

Without a doubt; a "no" will subject the Administration t® a 
firestorm of protest by pro-choice and women groups; and there 
will be few natural political allies vocally defending this 
decision, particularly in light of the relative dlfEicUlty of 
explanation. 


It should be noted that Roussel Oclaf has altea^ begun, 
Informally, to circulate word of its potential Offer, to the 
United States. Many representatives of the ptb^choics community 
already know about the potential gift offer. We may bs forced tb 
confront a news account of the issue prior to the eongressloHai 
hearings on May 16, 1994. Such a story will, undoubtedly, be 
presented from the Roussel Oclaf perspective as opposed tb thb 
Administration's point of view. 
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THE ^Hlta HaUpE 
WASHII^iS:tSKi 


JaiiiiaSy- 22 > 1993 


fSiQBAMiait' saii sa sEesesss^ oE EEj^fH^ hbhsn' sissrSGas 
StjEtfSaT; ' lUp&r^'Sti'Qii 6.6 to-^ise 


In Import Alert 66-47* tJjie Foool and Dru^ Administration ("FDA") 
excluded the drug Mlfepristine — conmonly known as Iia-486 — 
from the list of drugs that individwals can ia^ort into the 
United States: f or their "personal use^ " although the drugs have 
not yet been approved for distribution by the FDA. f see FDA 
Regulatory Procedures Manual, i^halpter 9-71.) Import Alert 66.-47 
effectively bans the importatids into this Nation of a drug that 
is used in other nations as, a ndlisurgical means Of abortion. 

1 8^ inforped that in eycludlpg SP-4S6 from the persopal use 
importation exemption, the FDA' appears to have based its 
decision on factors dfcher than an assessment of the poSsibli 
health api, safety ti.s|ss o#-tte irtf, .Acgataingiy, ■ 

d.i'rett.,,^^a^ you prdhgtiy'instsnibt tt.a fda to dateitiiiia Whemii- 
there iuffieient eVl4ifiia'‘t«;tatri;ht esfcltsidn of ^-464 ffpi, 
the list Cf drugs that <paS.,iSy fSP the. persorsal use iaportatipp 
eg^ftiptioa^- Fdrt&ertiofel* it the :igA coholudea that Rg-i86 meets' 
criteria for tba:getsf)!»al use igportafeion exemption I 
direct laat you iwmaaiataly take sfeais to rescuid Import 
Alert 46-47. 

In addition, 1 direct that you promptly assess initiatives by 
which th^ Depattmient of Eealth an4 Ihuaan Services can promote 
the testing f licensing, and manufaetturing in the United States 
of RH-4SS or other ahtiprogestins . 

tot. are .hftaby ajathorited; and directed to publish this 

ndmoraMiat in- the Federal Register . 
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rtOUSSiBt UCLAF 



l^(4icttciijr Aflim; 

t-retmitmiWmm 

PbHs, May 9, 1994 


HofloraUa Donita SIIAIjUA 
Saoetaiy of Human Seraoct 

KomnClM 

HulioH liun^r^ Ihill^nl 
2(K> IndOptmM^ Avenue SW 

WA»11N6to», 1^20201 

USA 

; Mn iii^n 


Dear Seetetary Sfaalala, 

P$^]ovii^va!i6uam«sling(v4lii3iai)irSii#Bn4^il>H>Ao^ J994 

Wlifi wn mpfilS Uke (o ^Arin (If ( we are ready to i^n our U$ patent rl|nu 

on jlU 48$ |n a^oortlaff (ho Ittadied draft w to (he Fieddoiii oi (If 

U(il^ Slitel of Aiigilipa< 

H^dofimfK it nibjHintiilly thnilar to the dndl (hat waa hhwn to Mr. Keyin Ttnirni, tf 
illpl 1994, If mtr toimtd Ixtim Hyman, to alkw a ret^ of the aKuation by 
ymf Admtifiiifatioti, 

Of ooaiiae we will cootiime to tMorfc with you and all lelmwm people in a orntfrufiye qdrit 
and we look fiiirwarill to meet you penonaHy hy the mid of thia wooh, aa i^nmidt 





Jti a»iM»»iiik» VJM5 r«k in 
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ROUSSEt UCLAF 



Paris, iy% v.iir ii9W 


HonoraUe V^iara J 
i^csidcht dfliw United §tii^ 
’ilte ^te JIcniBc 
ICOO Penn^lvania Avcniio NW 
WASHINO'JON, b.a 20500 
USA 

AlumttOii : «i«nf 


Miir I'reaidcni, 

Vou tbet KOUSSBIa UCiAp allow Utc RU 486 ilbiPpcipii)t| id bd iilii 

in your eonnny. 

We have worUdg to react (o Uiai in a rcsponsRde fnallin^t 

I now lii pleased to inform you that wc Jiavd dcc^ to contribute mifepristone (Rli 
486 ) for aborlifadent purppees (and Mher ^nccoiogicai uan) US tlie ]teqile the 
United ^tes of AmerJ^ ebmpletcly free of cha>ge, 1 ^ vo 1 unlaHi[y assigning our retevaitt 
piiai fi^a ip the US Gtrvornmes^ 

|i) ullPciadidPn^^ gifktve adi fit nolhhtg in rctimi. 


Sincerei^, 


Pr.fcC.AFnNg 

rreddent A C9iQ 


Jls, !iiibU-™«l <lni liimitiS* r, 3 JJ I'M), iff 



55 


05-10-94 04; OW T9 HA/Ofl./COm TOB3/O04 


»/gi 't4 tisiT 9 m X Mitiut 


Sr UIHS IDfiai. 


BUOEUMiil 


KOSMB# llCUtf 

wait mwiwi > 9 ftajii 


I MSWia MlmlMi TNtT rABfll 
KC!J.»dtaf«lHlll 


you 

I 

i 



■iSWalKM 


Minbni<>«nmil 4ilinM!>Mgi 
».ai«XIC,nMdaM, 

MM- K a 4< C«40ii». h 

M]lr.a,M)lMAt»,n,MOIK»,&ds]K>WII%ilir,Xam . 

WKIiMbMilMiM'i 

M-aMi AraML PUMMAUlMMlnL 
W. IMair^S^WimaaUiiiulii, 

M.& inieii; MmAm 

M. CHAVAl«Qi «mim 9. IIHieiit, 



UII 91 iag*i*«t OaSiM MimiUiMt 
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Phbtbcdgy,'^^^ 


[Tr«nslatioa of 7ax frofi &#;< Sakii to Hairy Pendorgast 
of draft Hinutaa of the il^exviaory Board Meeting 
of May 4, 19»4] 


MIFEPHISTflif'- 'iKttTED STATES 

Dr. Ei SAKIZ informed the Supervisory Board (MConseil de 
Survey lance") that its assent is requested odhcerning decisions 
that the Director ["le Directoire"] is being led to take a propos 
mifepristone in the United States of America, taking account of 
pressip^ . exigencies formulated at the highest level by 
authorities of the federal govemnent of that nation. 

Given the very particular characteristics of the U.S. medical 
system, in comparison to that of ||)e European countries where 
mifepristone is currently used, and considering equally the 
highly conflicted climate created around this product In the 
D.S., the Director deems that ROUSSEL DGltAF would be iri np way 
implicated itself in the production or distribution of 
mifepristphe in the United States, 

Neverthtless, considering the wish pf the American government tP 
procure for U.S, citizens this medical alternative to the 
surglcil termination of prepnanoy:, the Director has resolved tP 
offer to cede' t6 the government of the Uhited States, without 
remuneration, the two patents referred to SB "u.S, patents Dos, 
4,386,085 and 4,447,424.'? 

tn thft'ifdnt thst the fbvemment should decline this offer ft>r 
itself and at the same time jtidging it rdceivible by an 
inetiP^tion that it would designate to thii iid, ROUSSEL BciAF 
f^euld this path pud wovilti BPppt ths hSbessary agreeMB'ktS, 

on the condition of being formally required iiy an official 
iettdn bSarin^ the signature of this President of the Unltsd 
StataB, and of obtaining a certain numher of contractual 
guarahtaes. 

The Supervisory Council acknpy>iadc(ed this position, which 
geherathd no objections, and mahifested to ^e Director its 
assent to thS princlpie being offered. 


[trahilateA by L, iSpborik, 5/l6/S4] 
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^ 'C^iritoD Hbrary Piibtp6'6p^_, ; 


May 16, 1994 


THE WHITE HOUSE 
washinotOn 


Dr. Edouard Saifiz 
Chairfflan, Superyiaory Eoard 
Rousadl ilplaf 

35, BOtiJeyard des Invalides 
75323 Paris Gedex 07 
FRANCE 

S'fear- Dr v. Sakiz.: 

It is liSportailb for t-He health of women in the Un|s£ed States that 
they ha*irfe access to the widest possible range o£/safe and effective 
ifiddioal treatments , In support of that goal, in January 1993, I 
aSked tke Secreta^ of Health and Human_^!^^i^s to promote the 
testiflg and llc|naing of mifepriStdne/MRU ISS'K^and other 
antipiOgestinS in the United Stateiv V ’ 

t understand that since at least that time, your company has been, 
in, negotiations with The lipulaticin dduncii, Inc., a nonprofit 
oiftanization with whom yoil h|ive had dealings on mifepristone, since 
ea?iy in the last decade... Those di3cnsS.ions , I under-stand, have been 
directed toward the pnrpoie bn which charged the shbretaify- i hit 
gkateful: for the effoit fthose negotiafciQns repiesent. 

IS order to permit the. appropriate: testing, development, and, 
distribiibion of- your product , i urge., at the conclusidn. Of yOur 
negotiationsi that you bring your plans to fruition.. I understand 
that your company will assign witUput remuneration your United States 
patent, rights On mifepristorie to The Poguiation Council, inCv which 
has. been studying this product since 198-2 and which would take all 
necessary steps, to file a new drug application with the Food and Drug 
Administration, io that the agency dan determine whether the drug is 
safe and effective for use in the United, States, 

On behalf of the government of the United States and for the women in 
Ainenea, I thank you for your work. 



Sliioerely, 
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uuniou L.iur<iiy 


Jeffrey M.Priedmto 
James R. (Ron) Wedcjingtoh 

Shari L Nichols 
Kirk W. Tate 



Fnedman & Weddington, Attorneys, I..L.P. 


302 W.iSth Street 
Austin, Texas 78701 
(512)477-9641 
Fax:(512)320-8312 


January 6 j 19.92, 

Betsey Wriglit 

Director fdr Public dutreacb 
transit|,Qn i'eam 
P. G. Box 615 
Little Socfc, AR 72203 

Dear Betsey, 

Enclosed is a ‘fi your boss, whicli I am going 
to try to. get published. If 1 am un.su.ccessful J I may try id 
raise tbe money, to print it as an ad in The N. t. Times d-Pd. 
other places. J 

Sarah and i beeh discussing the notion of our 
settiug i t: corporation to license, and 

distribute! R U 486^ Being non-profit would elKiftinate Ihe. 
nOed pr-<; ^ucts li ability insurance, which is a major 
hang-up f or a^TTrspany thLniing about marketing a new drug i( 
It*s possible that such an. endeavor could be thf, 
vehicle for a number of Mrth control efforts. Sometbing^s 
got tp be done very quickly. 26 million food stam|> 
recipients is mpre than ibe economy can stands 

dongratulatlons on your worlc for Clinton. .It's good to 
see. a UTYD doing good^ 1: hope the ne^ President cah iind 
the time to deal W'i.th tM issues I raise in my letter. 

Plehse give it to him if you get a chance. 



Sincerely, 

Ron Weddington 
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Jeffrey M. Friedman 
James R (R6i\) Weddirigton 


Shari L. Michols 
KirkW.Tafe 



Friedman & Weddington, Attorneys, LX^F. 


502 W. 13th Street 
Austin^ Texas 78701 
(512) 477-9641 
Fax; (512) 320-8312 


Dear Presiaent-To-Be Clinton, 


Some years ago another Soutberh Governor, when asRed 
about the possibilities for prison reform, supposedly said 
something to the effect of, "Well, I don't thlnfe we're going 
to get Very ISr ufttll we get a better class of prlso.rjer-" 
Well, I dohit think you are going to get Very far in 
reforming the country until we have a better edUoated, 
healthier, wealthier population,. 

Face it, you know that anything that eVeB reseiSbles the 
programs of Democratic Presidents in the past Is going tp 
mSke you a one term President. Heagapi spent sll our lOhey 
on hombs and even if there were mbney for programs SUoh as 
pre-hatal health care, job traihing and day Oare cehters it 
would be yeare before we would see any dramatic results. 

And, as anyone who follows education can see, more money 
doesn't neoessarlly translate, into better edueated kids. 

But you can Start Immediately to eliminate the barely 
educated, unhealthy aud poor segment of Our country. Wo, 

I'm, not advocating Some eort of mass extinction Of these 
anfortunale people. Crime, drugs and disease are already 
doing that. The prohlem is that their numbers are not only 
replaeed but inereased by the birth of millions of babies to 
people who can't afford to have babies. 

There, I've said it. It's what we all fcnbW is true, 
hut we only whisper it, because as liberals whcj heiieve in 
individual rights, we. View any program which might treat the. 
disadvahtaged differently as discrimlnttOry , mean-spirited 
and ... wel 1 ... so Hepuhl lean. 
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In 1989, 2? percent of ail births were to uhniarrled 
mpthefs., e huge percentage of i?hom were teenagers. If 
corrent trentis contlhue, soon a majority of the babies bprii 
wili be borii Into pOyerty and one half of the country cannot 
support the othef half, no matteif how good ouf intentiOhs, 

I am pot proposing that you send federal agents armed 
with fiepo-Proyera dart gups to the ghetto, You Should use 
persuasion rather than coercion. You and Hillary afe a 
perfect example. Could either of you have gOhe to law 
school and achieved anything close to what yon haye if you 
had three or four or more children before you were 20? 

No! You Uaited until you were established and ip ypUf 3Q'S 
to have ohe child. That is what senSlbie peopie do. For 
every desse Jackson who has fought his way out of the 
poverty of a large family tbSre are millions mired in 
poverty, drugs apd crime. 

If Ronald Reagan could use the media tP convince th® 
American public that u trillion dollars of bcrrowed money 
needed to be spent to combat the "Evil Empire,'’ then you 
ought to be able to persuade peopie to only have children 
when they are able to afford the>a* Point out that only 
people like George Bush who inherit money can pay for mbre 
than ohe or two kids in today's economy. (And even thSn, 
some of the kids grow up to do embarassing things like loot 
savings and loans,) 

You made a good start when you appointed Dr. Elders > 
but she will heed a lot of help. You will have to enlist 
the aid of Sports ahd entertaihmeht Stars to counteract the 
propaganda spread hy churoh offijciais seeking parishioners, 
ge,neFais seeking cahhoh fodder and businessmen Seeking Gheap 
labor that, throughout the ages, has; convinced the; poor that 
ohildren are necessary to fulfillment as p person. 

it wouldn't hurt to point out that while only ii.i 
percent of three person families are below the' poverty 
level, 20.2 pereent of Six person families and 28.6 percent 
of families of seven or more are poor. (1992 Statistical 
Abstract of the tlnlted States,: p. 459) 
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And, having cotivineea the poor that they can't get out 
of poverty, wljen they have all, those extra, mouths, to feed, 
yon will haye to provide the means to. prevent the extra 
mouths, hecnuse abstinence doedntt work. The religious 
right has had 12 years to p^feadh their message. Ifts time 
to officially recognize that people are going to have sex 
and what we need to do as a nattoa is pfeyent as mnch 
disease and aS many poor babies as possible, 

COndoins alone won't do it. Depo-Provera, Norplant and 
the new birth control injection being develdped in India are 
not a complete answer, aithongh the savings that coUld be 
effected by widespread government distributipn and 
encouragement of birth control Would amount to biilidns of 
dollars. 

NOj gdyernnent Is also going to hdve to proyidO 
vasectomies, tubal ligations and abortions ... RU 48d and 
conyentionai abortions. Even if we mahe birth coatfOi 
ubiquitous as sneakers and junk food, there Wlil st'itlL h© 
unplanned preghanCleS. There have been about 36 million 
abortions in this country sipOe Roe v. Wade. Think Pf' all 
the poyerty, Orime add misery ...and thOn add 30 million 
unwanted habies to, the scenario. We lost a lot of ground 
during the Reagan'.Bush religious orgy. We don't have a lot 
of time left. 

You could do itj Mr. Presideat-To-Be. YOu are 
articulate and you've, already alienated the religious right 
With your positions on abortion and homosexuals. The 
middle-class taxpayer will go along with this plan because 
it will mean feWef dollars; for weifare. fbe rotlrees Will 
also go alonJI becadSe becSiise poor people contribute very 
little to Social Seourity. 

And the poorf Well, maybe if WO didn't have to speiid 
so much on problems like lOw birth Weight bObies and trying 
to educate ohiidroh who come to school hungry, we might have 
sOme money to help lift the ones already born, out of their 
plight i 
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The hlblical exhertatioh to ”Be fruitful aiid multiply 
wae directed to-ward a small tribe, surrounded by enemies. 

We are long past that. Our survival depends Upoii our 
developing a population where everyone, pontributes. We 
don't need more cannon fodder. We don't hee'^ more 
parishioners. We don't need more cheap labor. We don’t need 
more poor babies 


Very truly yours, 



Ron Weddlngion 


P'.S. I Was OO^COunsei in Roe V. Wade , have sired zerp 
children and Ohe. fetus, the abortion Of Whieh was recently 
recounted by my eX^Wife in her book, A Question Of CbOi-gg .’ 
(GrOssOt/PUtnami 1992) I had a vasectomy in 1969 and have, 
never had one moment of regret. 
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Mr. SOUDER. RU-486 was forced through the FDA using an ex- 
traordinary provision called Subpart H, reserved only for drugs 
that treat life-threatening illnesses and for which existing treat- 
ments are insufficient. It was obvious even to the drug’s sponsor 
that RU-486 did not fall within the narrow scope of Subpart H, 
saying the FDA’s imposition of Subpart H was unlawful, unneces- 
sary, and undesirable. But that did not deter the FDA in its ex- 
traordinary political complicity with President Clinton’s adminis- 
tration from forcing an abortion pill onto the market, no matter 
how distorted the approval process was or what the price. 

We are paying that price now. Almost 1,000 women have suf- 
fered adverse effects after taking RU-486. We know that eight 
have died. We have a responsibility to consider the dangers that 
this drug poses and question whether the FDA has the authority 
to remove it from the market in the light of the severe problems 
associated with this drug and the manufacturer’s failure to comply 
with post-marketing restrictions. 

I anticipate that the defenders of RU-486 will try to detract from 
the cold, hard facts or cause confusion by talking about other septic 
infections in other pregnancy situations. This tactic ignores what 
the panelists reported at last week’s CDC conference, that Mifeprex 
compromises the innate immune system, providing an environment 
for rapid growth of the deadly infection. 

C. Sordellii infection in the RU-486 context is 100 percent fatal, 
with no opportunity for intervention. To ignore the immune system 
connection with Mifeprex, or to say that there have been only five 
such deaths and advocate only for better surveillance and informed 
consent will be no comfort to the family of the next women who 
dies suddenly after taking RU-486. 

To the shallow objection that those of us who are pro-life have 
no business looking into the problems associated with RU-486, let 
me respond that this is a smokescreen and is incredibly shameful. 
Anyone who honestly cares about women’s health has to take a 
critical look at the potential dangers of this drug. To argue other- 
wise, on the basis that it is simply an abortion issue, is to dem- 
onstrate a blind allegiance to abortion at any cost, including wom- 
en’s lives. 

Representing the FDA on the first panel is Dr. Janet Woodcock, 
Deputy Commissioner for Operations. 

On our second panel, we will hear from Monty Patterson, the fa- 
ther of Holly Patterson, who was 18 years old when she died after 
taking RU-486; Dr. Susan Wood, former FDA Assistant Commis- 
sioner for Women’s Health; Dr. Lisa Rarick of RAR Consulting; Dr. 
Donna Harrison, a member of the Mifeprex Subcommittee of the 
American Association of Prolife Obstetricians and Gynecologists, 
and Carter Snead, Associate Professor of Law at Notre Dame and 
former General Counsel for the President’s Council on Bioethics. 

I wish to note that the medical director for Danco, the Cayman 
Islands-based manufacturer for RU-486, initially agreed to testify 
at this hearing, but pulled out 2 days ago. I intend to followup with 
Danco to request answers in a sworn affidavit to critical questions 
regarding Dance’s failure to comply with the post-marketing re- 
strictions for RU-486. 
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Last of all, I want to note that I notified the FDA last Decemher 
that this subcommittee would conduct a hearing into RU-486. 
FDA’s compliance with this oversight committee’s document re- 
quests has been quite frustrating. We were getting critical docu- 
ments related to our December request as late as last night. This 
hearing is not the end of our document requests and I invite better 
cooperation from the agency moving forward. Now that we are here 
and we have most of the documents we requested 5 months ago, 
it is time to seek some answers about what can be done to protect 
women from this deadly drug. 

[The prepared statement of Hon. Mark E. Bonder follows:] 
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Subcommittee on Criminal Justice, 

Drug Policy and Human Resources 

Opening Statement of Chairman Mark Souder 

“RU-486: Demonstrating a Low Standard for Women’s Health?” 

May 17, 2006 


We are here today because there is a drug on the market associated with the 
deaths of at least eight women, nine life-life threatening incidents, 232 hospitalizations, 
116 blood transfusions, and 88 cases of infection, ' There have been more than 950 
adverse event cases associated with RU-486, out of only 575,000 prescriptions^ at most. 
Adverse events are typically underreported, since they are offered voluntarily by 
consumers and health care professionals, so it is most likely there are many more cases 
that we don’t even know about. 

It’s very clear that there is a serious problem with RU-486, and failing to address 
this problem by disguising it, ignoring it, minimizing it or causing confusion is a 
shameful failure for anyone with the ability and desire to protect women from needless 
harm. 


RU-486 is the common name for Mifeprex. It is produced by Danco 
Laboratories, a corporate entity located in the Cayman Islands which produces only that 
single drug, and nothing else. Mifeprex is approved by the FDA for the termination of 
pregnancy through 49 days of development. It is used in combination with another drug 
called misoprostol, which causes uterine contractions that expel the dead fetus. This is an 
off-label use for misoprostol, which contains a black-box warning against using the drug 
during pregnancy. 

At least five of the deaths following the use of RU-486 have been the result of a 
toxic shock-like syndrome initiated by the bacteria Clostridium Soredellii. This bacteria 
is thought to exist in low numbers in the reproductive tracts of many women, and is 
normally combated by the immune system. Experts in immunology,^ pharmacology,'* 


' Letter from David W. Boyer, Assistant Commissioner for Legislation, to Hon. Mark E. Sender, 
Chairman, Subcommittee on Criminal Justice, Drag Policy, and Human Resources, (May 2, 2006) (on file 
with Subcommittee). 

^ Id. 

’ See, Jeanette I. Webster and Esther M. Sternberg, Role of the Hypothalamic-Pituitary-Adrenal Axis, 
Glucocorticoids and Glucocorticoid Receptors in Toxic Sequelae of Exposure to Bacterial and Viral 
Products, Journal of Endocrinology 2004, 181:207-221 (“Natural and synthetic glucocorticoids protect 
against the lethal effects of many bacterial and viral components., .agents that block the hypothalamic- 
pituitary-adrenal axis, as in... mifepristone... enhance lipopolysaccharide (LPS) and endotoxin lethality and 
LPS-induced fever. Even the normally endotoxin-nonresponsive C3H/HeJ mice could be made endotoxin 
sensitive by RU-486.’’) 
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and matemal-fetal medicine^ have suggested that because RU-486 interferes with the 
innate immune response, the bacteria, if present, is allowed to flourish, causing a 
widespread, multi-organ infection in the woman. 

These infections are not accompanied by a fever, and the symptoms match those 
that are expected after taking the RU-486 regimen, including cramping, pain, bleeding, 
nausea, vomiting. Each of the women infected with C. Sordellii after taking RU-486 
were dead within five to seven days. 

To investigate the nature of this bacteria, the CDC and FDA held a scientific 
workshop last week called “Emerging Clostridial Disease.” The workshop panelists 
noted that the rapid growth of the C. Sordellii bacteria in the RU-486 context likely 
forecloses effective treatment, and that there is no currently identifiable “window of 
opportunity” for treatment once a woman is infected, even with major interventions such 
as hysterectomy. The fatality rate has been 100% for the women who contracted C. 
Sordellii infection after RU-486. 

Any other drug associated with a 100% fatal septic infection that kills otherwise 
healthy adults within days, with no apparent window for treatment, and associated with 
an exponential amoxmt of severe reactions, would normally prompt an immediate 
withdrawal. 

But we are talking about a drug regimen that is administered to cause an abortion, 
manufactured by a drug company based in the Caymen Islands, with no other drugs on 
the market, and therefore no incentive to voluntarily withdraw its product, no matter how 
dangerous. Many abortion advocates feel they have to defend this RU-486 because it is 
an alternative to surgical abortion. However, with eight deaths that we know about, RU- 
486 is ten to fourteen times more likely to be fatal than surgical abortion during the first 
seven weeks of pregnancy, the period during which the drug is administered.® 


'' See, Ralph P. Miech, Pathophysiology of Mifepristone-Induced Septic Shock Due to Clostridium Sordellii, 
The Annals of Pharmacotherapy, September 2005, 39: 

“Mifepristone is a potent progesterone antagonist that, in addition to its ability to block 
glucocorticoid receptors, blocks progesterone receptors.. .Blockade of progesterone 
receptors... results in rejection of the developing placenta and death of the embryo. 

Prolonged ischemia of the decidua and the embryonic placenta causes necrosis [death] of 
these tissues. Mifepristone also [causes] cervical dilation and liquefaction of the cervical 
mucus plug. The combined loss of a closed cervix and the protective cervical mucus plug 
permits contamination of the decidua and the intrauterine necrotic cells with aerobic and 
anaerobic bacteria from the normal vaginal flora.” 

^ See, Sharon Worchester, Mifepristone Deaths Raise Unanswered Questions, Ob. Gyn. News, (October 1, 
2005) at 13. (Quoting Dr. James A. McGregor)(“Mifepristone has multiple pharmacologic properties that 
may interfere with innate immune responses to infection, toxin exposures, and inflammatory stimuli.”) 

* The mortality rate for women who procure a surgical abortion is 0.1 in 100,000 during the first eight 
weeks of pregnancy, the period for which RU-486 is available for women. Dr. Michael Green of Harvard 
based on usage rates of 460,000 and 4 deaths, suggested that the risk of death from chemical abortion is ten 
times greater. See, Michael F. Green, M.D., Fatal Infections Associated with Mifepristone-Induced 
Abortion, Dec. 1 , 2005, N. ENGL. J. MED 353;22 ar 23 18. Current numbers suggesst, however, eight deaths 
in the United States, while, according to the manufacturer, 575,000 women have used the drug. This works 
out to 1 in about 71,875, or 1.39 for every 100,000. 
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To continue defend this dangerous drug in light of mounting scientific evidence, 
injury and death is to allow one’s zeal for abortion to truly distort their view about what’s 
right for women’s health. The ten-times-more-deadly danger posed by RU-486 should 
not be considered an “acceptable risk” that justifies keeping this drug on the market. 

The approval of RU-486 was made under extreme political pressure from the 
Clinton Administration, which is well-documented in a recent report by Judicial Watch 
entitled “The Clinton RU-486 Files.” ’ I ask that this report be included in the hearing 
record. 


RU-486 was forced through the FDA using an extraordinary provision called 
“Subpart H,” reserved only for drugs that treat life threatening illnesses, and for which 
existing treatments are insufficient? It was obvious even to the drug sponsor that RU- 
486 did not fall within the narrow scope of Subpart H, saying that FDA’s imposition of 
Subpart H was “unlawful, unnecessary, and undesirable.”® But that did not deter the 
FDA in its extraordinary political complicity with President Clinton’s Administration 
from forcing an abortion pill onto the market, no matter how distorted the approval 
process was, or what the price. 

We are paying that price right now. Almost one thousand women have suffered 
adverse events after taking RU-486. We know that eight that have died. We have a 
responsibility to consider the dangers that this drug poses, and question whether FDA has 
the authority to remove it from the market in light of the severe problems associated with 
this drug and the manufacturer’s failure to comply with post-marketing restrictions. 

I anticipate that defenders of RU-486 will try to detract from the cold, hard facts, 
or cause confusion, by talking about other septic infections in other pregnancy situations. 
This tactic ignores what panelists reported at last week’s CDC conference: that Mifeprex 
compromises the innate immune system, providing an environment for rapid growth of 
the deadly infection. 

C. Sordellii infection in the RU-486 context is 100% fatal, with no opportimity for 
intervention. To ignore the immune system connection with Mifeprex, or to say that 
there have been “only five” such deaths, and advocate only for better surveillance and 
informed consent, will be no comfort to the family of the next woman who dies suddenly 
after taking RU-486. 


^ A Judicial Watch Special Report: The Clinton RU-486 Files, The Clinton Administration’s Radical Drive 
to Force an Abortion Drug on America, April 26, 2006. Available at 
http://iudieialwatch.org/archive/2006/iw-ru486-reDort.Ddf (last visited May 17, 2006). 
*21CFR314..500(1999). 

’ Letter to FDA/CDER, Office of Drug Evaluation III, Division of Reproductive and Urologic Products, 
from Sandra Arnold, Vice President, Corporate Affairs of the Population Council, (Sept. 6, 2000) [Cited in 
Citizen Petition re: Request for Stay and Repeal of the Approval of Mifeprex (mifepristone) for the 
Medical Termination of Intrauterine Pregnancy through 49 Days’ Gestation, (Aug. 21, 2002), on file with 
the subcommittee]. 
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To the shallow objection that those of us who are pro-life have no business 
looking into the problems associated with RU-486, let me respond; that is a 
smokescreen, and it is incredibly shameful. Anyone who honestly cares about women’s 
health has got to take a critical look at the potential dangers of this drug. To argue 
otherwise, on the basis that this is simply an “abortion” issue, is to demonstrate a blind 
allegiance to abortion at any cost, including women’s lives. 

Representing the FDA on the first panel is Dr. Janet Woodcock, Deputy 
Commissioner for Operations. On our second panel, weTl hear from Monty Patterson, 
the father of Holly Patterson, who was 18 years old when she died after taking RU-486; 
Dr. Susan Wood, Former FDA Asst. Commissioner for Women's Health; Dr. Lisa D. 
Rarick, of RAR Consulting; Dr. Donna Harrison, a Member of the Mifeprex 
Subcommittee of the American Association of Prolife Obstetricians and Gynecologists; 
and Carter Snead, Associate Professor of Law at the University of Notre Dame, and 
former General Counsel for the President’s Council on Bioethics, 

I wish to note that the Medical Director for Danco, the Cayman Islands-based 
manufacturer of RU-486, initially agreed to testify at this hearing, but pulled out two days 
ago. 1 intend to follow up with Danco to request answers in a sworn affidavit to critical 
questions regarding Danco’s failure to comply with post-marketing restrictions for RU- 
486, 


Last of all, I want to note that I notified the FDA last December that this 
Subcommittee would conduct a hearing into RU-486. FDA’s compliance with this 
oversight committee’s document requests has been quite fhistrating; we were getting 
critical documents related to our December request as late as last night. This hearing is 
not the end of our document requests, and I invite better cooperation from the agency 
moving forward. Now that we are here, and that we have most of the documents we 
requested five months ago, it’s time to seek some answers about what can be done to 
protect women fi-om this deadly drug. 


Letter from Hon. Mark E. Souder, Chairman, Subcommittee on Criminal Justice, Drug Policy, and 
Human Resources, to Hon. Andrew von Eschenbach, M.D. (Dec. 2 1 , 2005), at 
htto://reform.house.gov/CJDPHR/News/DocumentSingle.asDX?DocumentrD=38547 . 



73 


Mr. SOUDER. Now I yield to the ranking member, Mr. Cummings, 
for his opening statement. 

Mr. Cummings. Thank you very much, Mr. Chairman. I want to 
join you in welcoming all of our witnesses testifying this afternoon 
on a very important subject, protecting women’s health. 

And particularly, I want to acknowledge Mr. Monty Patterson, 
who lost his 18-year-old daughter. Holly, when she died as a result 
of a rare bacterial infection. I offer my sincere condolences to the 
Patterson family and want to commend Mr. Patterson and his fam- 
ily for their efforts to become well-versed in this subject area in the 
wake of a terrible family tragedy. 

As you know, Mr. Chairman, C. Sordellii is a bacterium that nor- 
mally resides in soil. Although cases of human illness are rare, the 
effect is usually fatal when the bacteria produces toxins that cause 
rapid onset of shock that physicians are powerless to curtail. 

To date, medical literature reflects a total of approximately 30 
reported fatalities from C. Sordellii infection. Cases of infection 
have involved both males and females of all ages. At least eight of 
the reported fatalities occurred in women who had just given birth, 
and two occurred after miscarriages. 

The selective focus of today’s hearing centers on five fatal cases 
that have occurred over the past 5 years and also involved preg- 
nancy. Four of these cases occurred in California, the other in Can- 
ada. The key factor linking this small subset of cases is that they 
occurred in women who underwent medical abortion. 

Last week, the Centers for Disease Control, as you said, con- 
vened a scientific meeting on C. Sordellii and another related bac- 
terium. The meeting served to underscore just how little is known 
about the cause of human C. Sordellii infections. Although a num- 
ber of theories were advanced and debated, the meeting produced 
no solid answers as to how the infection is acquired. The only con- 
sensus was that much more needs to be learned if additional 
deaths are to be prevented. 

Despite the overwhelming scientific uncertainty among experts, 
a number of policymakers and policy shapers apparently have al- 
ready arrived at the conclusion that the drug Mifepristone, also 
known as RU-486 and marketed in the United States under the 
name Mifeprex, is the likely cause of the infection in the five cases 
involving patients who underwent medical abortion. Consequently, 
they are advocating the FDA’s immediate withdrawal of Mifeprex 
from the market. What is the basis for this belief? Is it science, or 
is it something else? 

It is difficult to overlook the fact that adherents to this point of 
view generally opposed the introduction of Mifepristone into the 
United States in the first place, or to ignore the fact that they did 
so on an ideological grounds, knowing that there had been no re- 
ported fatalities among as many as 2 million users of the drug in 
Europe. 

To bolster their argument, proponents of withdrawing FDA ap- 
proval suggest that the FDA, in effect, rushed the drug to market. 
But the record shows that the approval process was thorough and 
unusually lengthy. However, it resulted in more stringent restric- 
tions on distribution than apply to most other drugs. 
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Mr. Chairman, I hope it is fair and correct to presume that not 
one participant in today’s hearing takes the health of women light- 
ly. As a matter of fact, every single one of us take women’s health 
very seriously. My own concern for both women’s health and wom- 
en’s rights leads me to wonder, however, why the narrow focus on 
these cases and on this drug as the suspected culprit? Why not con- 
cern ourselves with all the possible causes of infection in not only 
these 5 cases, but also the other 9 or 10 reported cases in which 
pregnancy was the common denominator? 

If ensuring a high standard of health care for American women 
is our pure objective, it just seems to me, Mr. Chairman, that our 
focus should be seeking the truth concerning the cause of C. 
Sordellii infection rather than attempting to bully the FDA into 
taking action, unsupported by science, that would have just one 
certain impact, limiting access to abortion for many, many women. 

Therefore, I hope today’s hearing can serve the purpose of pro- 
moting thorough scientific inquiry and supporting a research agen- 
da that will lead us to answers that can prevent infection and 
death from infection. 

Concentrating on five cases involving medical abortion to the ex- 
clusion of a larger number of equally tragic cases appears to serve 
the narrow purpose of whittling away at a women’s constitutional 
right to choose by limiting practical access to abortion. I only hope 
that, in this case, appearances are deceiving. 

I look forward to the testimony and I thank the witnesses for 
being with us, and with that, Mr. Chairman, I yield back. 

[The prepared statement of Hon. Elijah E. Cummings follows:] 
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Hearing on “RU-486: A Low Standard for Women’s Health?” 
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Mr. Chairman, 

I want to join you in welcoming all of our witnesses testifying 
this afternoon on a very important subject; protecting women’s 
health. 

In particular, I want to acknowledge Mr. Monty Patterson who 
lost his 18 -year-old daughter, Holly, when she died as the result 
of a rare bacterial infection. I offer my sincere condolences to 
the Patterson family and want to commend Mr. Patterson for his 
efforts to become well- versed in this subject area in the wake of 
a terrible family tragedy. 

As you know, Mr. Chairman, C. Sordellii (“Cee sore-DELL-ee- 
eye”) is a bacterium that normally resides in soil. Although 
cases of human illness are rare, the effect is usually fatal when 
the bacteria produce toxins that cause rapid onset of shock that 
physicians are powerless to curtail. 

To date, the medical literature reflects a total of approximately 
30 reported fatalities from C. sordellii infection. Cases of 
infection have involved both males and females of all ages. 
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At least eight of the reported fatalities occurred in women who 
had just given birth, and two occurred after miscarriages. 

The selective focus of today’s hearing centers on five fatal cases 
that have occurred over the past five years and also involved 
pregnancy. Four of these cases occurred in California, the other 
in Canada. The key factor linking this small subset of cases is 
that they occurred in women who underwent medical abortion. 

Last week, the Centers for Disease Control convened a scientific 
meeting on C. sordellii and another, related bacterium. The 
meeting served to underscore just how little is known about the 
cause of human C. sordellii infections. Although a number of 
theories were advanced and debated, the meeting produced no 
solid answers as to how the infection is acquired. The only 
consensus was that much more needs to be learned if additional 
deaths are to be prevented. 

Despite the overwhelming scientific uncertainty among experts, 
a number of policy makers and policy shapers apparently have 
already arrived at the conclusion that the drug mifepristone 
(“miff-eh-PRISS-tone”) — also known as “RU-486” and 
marketed in the United States under the name Mifeprex (“MIFF- 
eh-prex”) - is the likely cause of the infection in the five cases 
involving patients who underwent medical abortion. 
Consequently, they are advocating the FDA’s immediate 
withdrawal of Mifeprex from the market. 

What is the basis for this belief? Is it science? Or is it 
something else? 


2 
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It is difficult to overlook the fact that adherents to this point of 
view generally opposed the introduction of mifespristone into 
the United States in the first place — or to ignore the fact that 
they did so on ideological grounds, knowing that there had been 
no reported fatalities among as many as 2 million users of the 
drug in Europe. 

To bolster their argument, proponents of withdrawing FDA 
approval suggest that the FDA in effect rushed the drug to 
market; but the record shows that the approval process was 
thorough and unusually lengthy. Moreover, it resulted in more 
stringent restrictions on distribution than apply to most other 
drugs. 

Mr. Chairman, I hope it is fair and correct to presume that not 
one participant in today’s hearing takes the health of women 
lightly. My own concern for both women’s health and women’s 
rights leads me to wonder, however; why the narrow focus on 
these cases, and on this drug as the suspected culprit? Why not 
concern ourselves with all of the possible causes of infection in 
not only these five cases, but also the other nine or ten reported 
cases in which pregnancy was the common denominator? 

If ensuring a high standard of health care for American women 
is our pure objective, it just seems to me, Mr. Chairman, that our 
focus should be seeking the truth concerning the cause of C. 
sordellii infection, rather than attempting to bully the FDA into 
taking action, unsupported by science, that would have just one 
certain impact: limiting access to abortion for many, many 
women. 


3 
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Therefore, I hope today’s hearing can serve the purpose of 
promoting thorough scientific inquiry and supporting a research 
agenda that will lead us to answers that can prevent infection 
and death from infection. 

Concentrating on five cases involving medical abortion, to the 
exclusion of a larger number of equally tragic cases, appears to 
serve the narrower purpose of whittling away at a woman’s 
constitutional right to choose, by limiting practical access to 
abortion. I only hope that, in this case, appearances are 
deceiving. 

I look forward to the testimony of our witnesses and yield back 
my remaining time. 

## 


4 
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Mr. SOUDER. I now yield to other Members wishing to make 
opening statements. Mr. Waxman, do you have an opening state- 
ment? I am going to ask for this process. It has been a practice if 
Members are members of the full committee but not the sub- 
committee, that we let them participate, and I ask unanimous con- 
sent that Mr. Shays be allowed to participate, and he will go to the 
back of the rest of everybody else’s opening statements. 

I yield to Mr. Waxman. 

Mr. Waxman. Thank you very much, Mr. Chairman. I appreciate 
this chance to make an opening statement and to attend this hear- 
ing because this is an important hearing. It gives us a chance to 
talk about the deaths of several women who had taken 
Mifepristone, RU-486 — we all have been stumbling over that 
word — which is the medical abortion pill. These deaths were tragic 
and I also want to join in extending my deepest sympathies to the 
Patterson family, who lost their daughter, and thank you for com- 
ing today. 

We are going to discuss these cases as part of a broader pattern 
of C. Sordellii infection. This is an infection that has killed men, 
women, and children. It has killed women who have just given 
birth, women who had miscarriages, and women who had not even 
been pregnant. As with any infection we do not yet understand 
well, we need better research and surveillance to fight it. 

But before we begin this discussion, I would like to say some- 
thing about another reason I believe we are here. There are people 
who have wanted RU-486 to be pulled off the market since the day 
it was approved. In fact, they didn’t want it to be approved. I re- 
spect their judgment because they are very strongly against an 
abortion, whether it be by RU-486 or by a medical procedure. 

But that is not the issue of safety and it is not an issue of science 
and it is not an issue of data. That makes it an ideological opposi- 
tion to a woman’s right to choose abortion. And, in fact, many of 
those who want to take this drug off the market want women to 
have virtually zero access to any kind of abortion, whether it be 
medical or surgical. 

I need not remind people what happened before abortion became 
legal and safe in the United States. Hundreds of thousands of 
women per year sought out illegal abortions or tried to induce abor- 
tions themselves. Tens of thousands suffered major infections and 
other injuries. And even after the introduction of antibiotics, hun- 
dreds of women died every year before abortion was made legal and 
safe. 

There are many who want us to have States’ rights to pass the 
kind of law that was just adopted in South Dakota, to ban all abor- 
tions, even in the case of rape or incest, or even to preserve the 
health and well-being of the mother. That is the ultimate expres- 
sion of their point of view, but it is not the point of view I share 
and it is not the point of view that I think most people would 
share. 

This drug, which is the subject of today’s hearing, has some 
promising characteristics. It offers women an alternative to surgery 
for early termination of pregnancy. It is available to many women 
who do not have access to surgical abortions. And it has been wide- 
ly and safely used in Europe. 
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On the other hand, questions have been raised about whether 
there may be a link between the drug and the tragic deaths of sev- 
eral young women. That is the question. Is there a link between 
this drug and those deaths? And that is a scientific issue, not an 
ideological one, and it is an issue that we ought to leave to the 
Food and Drug Administration scientists to look at the evidence. 

Now, it has been asserted by the chairman that the side effects 
may be understated because there is voluntary disclosure. Well, 
that is true of all drugs — there is voluntary disclosure of adverse 
effects — but not this drug, because the drug had a lengthy period 
of time during which it was under surveillance at the Food and 
Drug Administration. It was approved ultimately under Subpart H, 
which put a lot of restrictions in place on the use of this drug 
which are not in place for the use of other drugs that are available 
on the market today in the United States. And one of the limits 
to its use was that a physician had to agree in advance to report 
any adverse consequences from use of this drug to the manufac- 
turer and the manufacturer is obligated under law to report it to 
the FDA. So we have a pretty clear picture of what has been going 
on. 

This is not like the Plan B drug, which has not been approved 
by the FDA for over-the-counter use because of political pressure 
on the FDA. This drug was not approved by political pressure, it 
was approved under the usual standards of safety and efficacy. 

Now, other drugs have been approved under that status and 
have been taken off when we saw that there were consequences to 
it which changed the balance of whether it was a safe and effica- 
cious drug, and that is the issue of whether this drug should re- 
main available to women. It should be resolved based on scientific 
assessment of its benefits and dangers. If the best scientific evi- 
dence turns out to demonstrate that the risks do, in fact, outweigh 
the benefits, then the FDA should make a decision accordingly. But 
it should be kept on the market or removed using the same legal 
and scientific standards that are used for all other drugs. 

For today, let us take a close and serious look at C. Sordellii in- 
fection. We must encourage our scientists to figure out why these 
women and the other victims of this bacteria, which had no rela- 
tionship that we know of to RU-486, why they died, and we should 
do everything we can to improve detection and treatment. But in 
the end, we need to make sure any regulatory decision about RU- 
486 is based on the science and the law and not the politics of the 
abortion debate. 

Thank you, Mr. Chairman. 

[The prepared statement of Hon. Henry A. Waxman follows:] 
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statement of Rep. Henry A. Waxman, Ranking Minority Member 
Committee on Government Reform 
Statement for Hearing on 

“RU-486: Setting a Low Standard for Women’s Health?” 


May 17, 2006 

This hearing was convened so that we could talk about the deaths of several women who 
had taken mifepristone, the medical abortion pill. 

These deaths were tragic, and I extend my deepest sympathies to the families, including 
Mr. Patterson, who lost his daughter. I thank him for coming today to share his experience and 
concerns. 


We are going to discuss these cases as part of a broader pattern of C. Sordellii [“Cee 
sore-dell-ee-eye”] infection. This infection has killed men, women, and children. It has killed 
women who had just given birth, women who had miscarriages, and a woman who hadn’t been 
pregnant. As with any infection we do not yet understand well, we need better research and 
surveillance to fight this. 

But before we begin this discussion I would like to say something about another reason 
we are here. 

There are people, including some in this room, who have wanted mifepristone to be 
pulled off the market since the day it was approved. 

Well before the recent cluster of deaths, they opposed the availability of medical 
abortion. It had nothing to do with safety. It wasn’t based on data. It was because of an 
ideological opposition to women’s right to choose abortion. 

In fact, many of those who want this drug off the market want women to have virtually 
zero access to any kind of abortion - medical or surgical. 

So I’d like to take a moment to remind everyone of how things were before abortion 
became legal - and safe - in the United States. 
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Hundreds of thousands of women per year sought out illegal abortions, or tried to induce 
abortion themselves. 

Tens of thousands suffered major infections and other injuries. 

And even after the introduction of antibiotics, hundreds of women died every year before 
abortion was made legal and safe. 

There are many who want every state to have a law like the new South Dakota law, 
which ban all abortions, even in the case of rape or incest, or to preserve the health of the mother. 
That is the ultimate expression of a low standard for women’s health. 

Mifepristone - the subject of today’s hearing - has several promising characteristics. It 
offers women an alternative to surgery for early termination of pregnancy. It is available to 
many women who do not have access to surgical abortion. And it has been widely and safely 
used in Europe. 

On the other hand, questions have been raised about whether there may be a link between 
the drug and the tragic deaths of several young women. 

The issue of whether mifepristone should remain available to women should be resolved 
based on a scientific assessment of its benefits and dangers. 

If the best scientific evidence turns out to demonstrate that the risks do in fact outweigh 
the benefits, then FDA should make a decision accordingly. But it should be kept on the market 
- or removed - using the same legal and scientific standards that are used for all other drugs. 

For today, let’s take a close and serious look at C. sordeltii infection. We must 
encourage our scientists to figure out why these women and the other victims of the bacteria 
died. And we should do everything we can to improve detection and treatment. 

But in the end, we need to make sure any regulatory decision about mifepristone is based 
on the science and the law - not the politics of the abortion debate. 


2 
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Mr. SouDER. Ms. Holmes Norton, do you have an opening state- 
ment? 

Ms. Holmes Norton. Thank you very much, Mr. Chairman. Mr. 
Chairman, first, I want to say that if there is a drug, if it is a con- 
traceptive drug, if it is a drug related in any way to the health of 
women, that scientists tell us causes death or injury of any kind, 
that drug should have no approval. 

I don’t think this committee is qualified to make that judgment. 
I think that judgment has to be committed to the kind of scientific 
study you would do if you were serious about these eight deaths. 
The most important thing we can do is to find out causation here, 
because then we know how to prevent the deaths or injury. Any- 
thing that stands in the way of that link is not a serious attempt 
to deal with it. Anything that jumps over the appropriate scientific 
inquiry is not serious about these eight deaths. 

I think RU-486 has been very important in preventing abortions 
and in getting to where American women are going to get anyway. 
We simply will never be able to keep this kind of drug, which has 
not been shown to be harmful by scientists, out of the hands of peo- 
ple. So if it is going to get into the hands of people, one thing we 
want to know is what causes it. 

What we don’t want is to investigate scientists, for example, who 
give us answers contrary to our personal or moral or religious be- 
liefs. We want to leave them free and unfettered to tell us what 
the scientific method reveals to them. 

Finally, Mr. Chairman, I particularly regret not being able to 
stay throughout this hearing because of other hearings, but I do 
want to go on the record indicating the unthinkable series we have 
witnessed during this term that show the unmitigated 
politicization of the one area that Americans always held off from 
politics, and that is science itself. Whether Schiavo or creationism 
renamed intelligent design or stem cell research or, God help us, 
global warming itself, there are views floating around this Con- 
gress that essentially reach conclusions on these matters of huge 
scientific moment based on their own personal belief. 

I never thought that the country that has stood at the forefront 
of science in the world would ever reduce science to personal, politi- 
cal, and religious views and opinions and I don’t believe that, in ef- 
fect, that is what the country is going to let us do when they see 
the long list before them of bills, of things we now can’t do, of 
things we do do, only because of the personal, political, and reli- 
gious views of some Members. When they see that the attempts 
that have been made during this session of Congress and during 
this administration to burden scientists with the personal views of 
Members of Congress, it is a shameful day for American science 
and I think we have to wipe it away if we do nothing else. 

Thank you, Mr. Chairman. 

Mr. SouDER. Mr. Davis. 

Mr. Davis of Illinois. Thank you very much, Mr. Chairman, 
and I shall be brief. Let me just thank you for calling this hearing. 
I think that every single one of us are indeed concerned about the 
health, safety, and well-being of every single individual as they 
make use of a drug, medical procedure, or pattern of treatment. I 
would hope especially given the fact that we are talking about safe- 
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ty of a drug, that we discuss and debate the science and not the 
ideological expressions of individuals who may be bent one way or 
another around the question and the issue of abortion. 

And so I look forward to the witnesses and look forward to the 
information that is going to be presented and I yield back the bal- 
ance of my time. 

Mr. SouDER. Mr. Ruppersberger. 

Mr. Ruppersberger. Thank you, Mr. Chairman, for having this 
hearing. We know the issue of abortion is a very difficult issue for 
many citizens in this country and there are different people that 
have different points of view. One of the issues it looks like — you 
can’t hear? That is probably a good thing. [Laughter.] 

Starting again, we know the abortion issue is a very difficult 
issue and we also know that individuals, no matter which side of 
the issue you are on with respect to abortion, is something that you 
are probably not going to change. It would be more positive for our 
whole country if we could come to some resolution, but I don’t 
think that is going to happen. 

But I think in today’s hearing it is important that we really don’t 
use the political issue of abortion but focus on this RU-486. With 
that in mind, RU-486 underwent a vigorous, a rigorous 4-year re- 
view process at the FDA, more rigorous than most drugs. As you 
know, it was considered under a select set of regulations called 
Subpart H, which allowed the FDA to add more conditions on the 
dru^s distribution and use. 

But since its approval in the year 2000, nearly 600,000 women 
in the United States have used RU-486. It has proven to be a safe 
and effective means of terminating early pregnancy. Because of 
this medical option, millions of women worldwide, including sur- 
vivors of sexual assault, have had the right to end an early preg- 
nancy with privacy and dignity. 

Tragically, there have been four confirmed deaths in the United 
States from bacterial infection in women who used RU-486. At this 
point, we do not know what caused these infections or if these 
deaths are at all related to the use of RU-486. 

Fortunately, the CDC and FDA have moved quickly to inves- 
tigate these incidents. Early this month, RU-486 scientists from 
the Nation’s leading public health agencies gathered in Atlanta to 
discuss the bacteria that caused these deaths and the risk it poses 
to pregnant women. Career scientists and doctors are the best 
equipped to investigate this issue and I know they will get to the 
bottom of it. We must rely on accepted medical standards for deter- 
mining the safety and efficacy of a medication. The future of RU- 
486 should lie with the FDA and the medical community, not with 
Congress, who do not have yet the full picture and have scientific 
data before us to make a decision on women’s health. 

I yield back. 

[The prepared statement of Hon. C.A. Dutch Ruppersberger fol- 
lows:] 



85 
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Statement: 

I look forward to the testimony of our expert witnesses here today. I hope that we will be able to 
have an honest discussion about women’s health. 

RU-486 unden/vent a rigorous four-year review process at the FDA - more rigorous than most 
drugs. As you know, it was considered under a select set of regulations called “subpart H,” which 
allowed the FDA to add more conditions on the drug's distribution and use. 

Since its approval in 2000, nearly 600,000 women in the U.S. have used RU-486. It has proven to 
be a safe and effective means of terminating eariv pregnancy. 

Because of this medical option, millions of women worldwide, including survivors of sexual assault, 
have had the right to end an early pregnancy with privacy and dignity. 

Tragically, there have been four confirmed deaths in the U.S. from bacterial infection in women 
who used RU-486. At this point, we do not know what caused these infections or if these deaths 
are at all related to the use of RU-486. 

Fortunately, the CDC and FDA have moved quickly to investigate these incidents. 

Earlier this month, 486 scientists from the nation's leading public health agencies gathered in 
Atlanta to discuss the bacteria that caused these deaths and the risks it poses to pregnant women. 

Career scientists and doctors are the best equipped to investigate this issue and I know they will 
get to the bottom of it, 

We must rely on accepted medical standards for determining the safety and efficacy of a 
medication. 

The future of RU-486 should lie with the FDA and the medical community, not with Members of 
Congress who do not yet have a full picture of the impact of RU-486 on women’s health. 

Mr. Chairman, I yield back. 


1 



86 


Mr. SouDER. Ms. Watson. 

Ms. Watson. I want to thank you, Mr. Chairman. I applaud the 
subcommittee for bringing this topic up to educate the American 
public. 

It is very important that the FDA, our drug watchdog agency, is 
engaged with the scientific community and the population at large 
in order to provide informed choices for the women of the United 
States. Mifepristone, or RU-486, has been utilized for nearly two 
decades by women all over the globe. This drug provides an early 
abortion option that does not require surgery. It has been reported 
that since the FDA approved RU-486 in 2000, significantly more 
than half a million American women have used this medication. 

Mr. Chairman, let us be very clear during this hearing today. 
Ideological debate pro or anti-abortion is a discussion that we have 
been afforded the free speech right to talk about. Medical process 
and drug effectiveness should not be subject to any debate of that 
style. It is imperative to the health of our Nation that Congress, 
the FDA, health care delivery professionals, and the scientific com- 
munity and patients approach the utilization of any drug from an 
educated, scientifically tested, and unbiased perspective. 

So I am interested to hear the testimony of our witnesses be- 
cause oversight is a serious responsibility that we undertake on be- 
half of the American people, and the use of RU-486 is a subject 
that must be treated with unbiased integrity and regard for the 
overall health of women. 

Four women have died of sepsis. All four were infected by the 
same type of bacteria. What does the medical and scientific commu- 
nity say to this situation? Is Mifeprex responsible? So our decision 
should be based on education and scientific investigation and I look 
forward to hearing about that information. 

I yield back my time, Mr. Chairman. Thank you very much. 

Mr. SoUDER. Thank you. Mr. Shays. 

Mr. Shays. Thank you, Mr. Chairman. I want to thank you, one, 
for having a hearing on this issue, to encourage you to use that 
same logic to have a hearing on Plan B, which is a related drug 
that doesn’t require an abortion but can accomplish the same task. 
I want to say that I have extraordinary respect for you, and in 
spite of your bias one way and my bias the other, I am convinced 
that this will be a fair hearing and I appreciate that. 

I guess I would just end by saying that I appreciate particularly 
the thoughtful statement of your ranking member, Mr. Cummings, 
and the ranking member of the full committee. I think others have 
said the same thing, but I think they covered it well. If I could 
have written a statement in time, I would have been pleased to 
have written either of those two statements, so I would like to 
stand on their statements. 

Again, thank you for allowing me to participate. 

Mr. SoUDER. Thank you, and the record needs to show that there 
have been 8 women, at least, who have died, 950 adverse events, 
and not all are necessarily associated with the other infection. 

Also, I would like to ban abortion, but this isn’t about abortion. 
We can’t ban abortion. This is a health question. Just because sci- 
entists disagree doesn’t mean that one person is trying to put an 
ideological view on it and other people have a scientific view. 



87 


In a number of issues lately, I have been accused of being anti- 
science because the scientists I support disagree with the scientists 
who another group support. In fact, this drug was cleared in an ex- 
pedited process, not using mostly U.S. research, and we have a 
right to look into this drug and we should be looking into this drug. 
Scientists disagree and we should hear the debate. Just because 
one group of scientists is political doesn’t mean that the other 
group of scientists aren’t political, too. We all know that science re- 
quires judgments, as well. If it was just an ideological view, we 
couldn’t hold this hearing. We are not hearing from ideological peo- 
ple, we are hearing from medical people, we are hearing from re- 
searchers, and we will hear the debate and I am looking forward 
to that debate. 

I ask unanimous consent that all Members have 5 legislative 
days to submit written statements and questions for the hearing 
record and that any answers to written questions provided by the 
witnesses also be included for the record. Without objection, it is 
so ordered. 

I also ask unanimous consent that all exhibits, documents, and 
other materials referred to by Members and the witnesses may be 
included in the hearing record, that all Members be permitted to 
revise and extend their remarks, and without objection, it is so or- 
dered. 

Our first panel is composed of Janet Woodcock. Dr. Woodcock is 
Deputy Commissioner for Operations at the FDA. If you could come 
forward, remain standing. As an oversight committee, it is our 
standard procedure to swear in our witnesses. If you will raise your 
right hand. 

[Witness sworn.] 

Mr. SouDER. Let the record show that the witness responded in 
the affirmative. 

We thank you for coming today and we are looking forward to 
your testimony. 

STATEMENT OF JANET WOODCOCK, M.D., DEPUTY COMMIS- 
SIONER FOR OPERATIONS, FOOD AND DRUG ADMINISTRA- 
TION, U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Dr. Woodcock. Good afternoon, Mr. Chairman, Congressman 
Cummings, and Members of the subcommittee. I am Janet 
Woodcock, Deputy Commissioner for Operations at the Food and 
Drug Administration. Today, I will discuss the approval history 
and the current regulatory status of the product Mifepristone, cur- 
rently marketed in the United States under the trade name 
Mifeprex and indicated for termination of early pregnancy. 

First, I would like to correct any misconceptions that may exist 
about the initial approval of the drug. Mifeprex was approved in 
September 2000 after extensive FDA review of the application, 
which included three adequate and well-controlled trials document- 
ing the efficacy and safety profile of the drug when used for this 
indication. In addition, post-market experience in Europe included 
over 620,000 exposures for pregnancy termination, of which 
415,000 were in combination with Misoprostol. These data fully 
conform with FDA’s standards for approval. 
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In order to assure that Mifeprex was used by qualified special- 
ists, FDA and the sponsor agreed that the drug would be approved 
under 21 CFR 314.520. This section of Subpart H concerns safety, 
not effectiveness. This infrequently used regulatory provision al- 
lows approval of a drug with restrictions to assure safe use. In this 
case, distribution of Mifeprex is restricted to physicians qualified to 
supervise medical abortion and its complications and who have 
agreed to fully inform patients and obtain their written agreement 
to provide an FDA-approved patient information sheet and agreed 
to report serious adverse events to the sponsor. 

This product met the requirements of all applicable laws and reg- 
ulations, including Subpart H. As FDA made clear in the preamble 
to the final rule, the Subpart H regulations were intended to apply 
to serious or life-threatening conditions, such as depression, not 
only to diseases. Approval of Mifeprex under restricted distribution 
had nothing to do with accelerated approval based on a surrogate 
end point, which is a separate provision of the regulations. 

FDA has monitored reports of Mifeprex-related adverse events 
very carefully after marketing. As of March 31, 2006, 950 cases re- 
lated to the approved use were submitted to FDA. Consistent with 
the clinical trials’ experience and the drug label, heavy vaginal 
bleeding was the most frequently reported adverse event, with 422 
cases, followed by incomplete abortion, with approximately 400 
cases. Other serious events included 88 instances of infection, with 
18 of them considered severe, and 27 ectopic pregnancies. This ad- 
verse event profile was consistent with prior experience with medi- 
cal termination of pregnancy. 

Since approval, FDA has evaluated nine reports of death in the 
United States potentially associated with the approved indication. 
Three of these have either been found or appear to be unrelated to 
medical abortion. An additional death was due to a ruptured ec- 
topic pregnancy. The use of Mifeprex is contraindicated in ectopic 
pregnancy. Five deaths were due to a rapidly fatal toxin mediated 
shock syndrome. One of these was caused by infection with Clos- 
tridium Perfringens. The four additional deaths, all in California, 
were caused by infection with a rare anaerobic bacterium, Clos- 
tridium Sordellii. An additional Clostridium Sordellii fatality pre- 
viously occurred in a clinical trial in Canada. 

This rapidly fatal toxin mediated shock syndrome was not antici- 
pated to be a complication of medical abortion. It has not been re- 
ported in the extensive European experience to date, estimated 
over 1.5 million uses of the drug. Eight previous U.S. cases of fatal 
shock due to C. Sordellii, primarily after vaginal delivery or Cae- 
sarian delivery, have been reported in the obstetrical literature. 

FDA responded aggressively to the reports, with extensive follow- 
up and expert consultation. Last week, NIH, CDC, and FDA co- 
sponsored a scientific workshop on potential emerging Clostridium 
infections. CDC researchers identified three additional C. Sordellii 
cases, two fatal, that occurred after spontaneous abortion. CDC has 
also instituted an investigation in California looking into 321 unex- 
plained pregnancy-associated deaths between 2000 and 2003. They 
have excluded 303 cases from being related to toxic shock-related 
syndrome and are further investigating 18 more. 
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Given that the information on this infection and its epidemiology 
is still emerging, it is not possible at this time to determine wheth- 
er the current Mifepristone/Misoprostol regimen for medical abor- 
tion results in an increased risk of C. Sordellii infection or whether 
the reporting requirements under the Mifeprex approval and subse- 
quent intensive investigations have uncovered what is an emerging 
risk in pregnancy overall. FDA is collaborating with the CDC and 
NIH on further research into this infection and will continue to 
provide timely public information. 

I will be happy to answer your questions. 

[The prepared statement of Dr. Woodcock follows:] 
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INTRODUCTION 

Mr. Chairman and Members of the Committee, I am Dr. Janet Woodcock, Deputy Commissioner for 
Operations at the Food and Drug Administration (FDA or the Agency). From 1994 to 2005, 1 was 
Director of FDA’s Center for Drug Evaluation and Research (CDER). During my tenure as CDER 
Director, the Agency approved the drug, mifepristone, U.S. brand name, Mifeprex, 

Thank you for the opportunity to discuss the Agency’s role in the approval process and post- 
marketing activities pertaining to mifepristone. My testimony also will address FDA’s adverse event 
reporting system and the Agency’s actions in responding to adverse events reported from use of 
mifepristone. 


REVIEW AND APPROVAL OF MIFEPREX 

FDA’s review and approval of the Mifeprex application adhered strictly to our legal mandate and 
mission as a science-based public health regulatory agency. The Agency’s review complied with the 
Federal Food, Drug, and Cosmetic (FD&C) Act and FDA regulations, including the requirements 
under section 505(d) of the FDcfeC Act that (1) there be adequate tests to show that the drug is safe 
for use under the conditions prescribed, recommended, or suggested in the approved labeling (section 
505(d)(1)) and (2) there be substantial evidence that the drug will have the effect it purports or is 
recommended to have under the conditions of use prescribed, recommended, or suggested in the 
labeling (section 505(d)(5)). Section 505(d) defines “substantial evidence” as “evidence consisting 
of adequate and well-controlled investigations, including clinical investigations, by experts qualified 
by scientific training and experience to evaluate the effectiveness of the drag involved. , .” 
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FDA’s approval of the Mifeprex application was based on three “adequate and well-controlled” 
studies as that term is defined in Title 21, Code of Federal Regulations (CFR) section 314.126, 
applicable to new drug applications (NDAs) under 505(b)(1) of the FD&C Act. The Mifeprex NDA 
contained data from three clinical trials (a large U.S, trial and two French trials) and safety data from 
a post-marketing database of over 620,000 women in Europe who had had a medical termination of 
pregnancy (approximately 415,000 of whom had received the combination regimen of mifepristone 
together with the drug misoprostol). These data constituted evidence that mifepristone was safe and 
effective for its approved indication, the medical termination of intrauterine pregnancy through 49 
days’ pregnancy, in accordance with section 505(d) of the FD&C Act. 

FDA’s finding of drug effectiveness was based on a comparison to a historical control of the 
expected rate of continued pregnancy. In a historically controlled trial, listed in regulation as an 
acceptable type of control (see 21 CFR 314.126(b)(2)(v)), the results of treatment with the test drug 
are compared with experience derived from the adequately documented namral history of the disease 
or condition, or from the results of active treatment, in comparable patients or populations. 

Examples include studies of diseases with high and predictable mortality (for example, certain 
malignancies such as metastatic breast cancer and progesterone positive and unresectable 
meningiomas), and studies in which the effect of the drug is self-evident (general anesthetics, drug 
metabolism). 

FDA’s Reproductive Health Drugs Advisory Committee voted 6 to 0 (with two abstentions) on July 
1 9, 1 996, that the benefits of mifepristone exceeded the risks of the product. The Mifeprex NDA 
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was subjected to all levels of review within CDER and was found to be safe and effective for its 
approved indication. 

FDA’s Subpart H Regulations 

The Mifeprex application was approved on September 28, 2000, under FDA’s Subpart H regulations 
(21 CFR part 314 Subpart H), FDA approved the Mifeprex NDA under Subpart FI at the sponsor’s 
request because the Agency determined that post-marketing distribution restrictions on the product 
were necessary to ensure its safe use. 

Under section 3 14.520, if FDA concludes that a drug product shown to be effective can be used 
safely only if distribution or use is restricted, the Agency will require post-marketing restrictions. As 
part of the Subpart H approval for Mifeprex, distribution of the drug was restricted in several ways, 
including that it must be provided by or under the supervision of a physician who meets the following 
qualifications: 

• Ability to assess the duration of pregnancy accurately. 

• Ability to diagnose ectopic pregnancies. 

• Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or 
have made plans to provide such care through other qualified physicians, and are able to assure 
patient access to medical facilities equipped to provide blood transfusions and resuscitation, if 
necessary. 

• bias read and understood the prescribing information about Mifeprex. 

• Must provide each patient with a Medication Guide and must fully explain the procedure to each 
patient, provide her with a copy of the Medication Guide and Patient Agreement, give her an 
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opportunity to read and discuss both the Medication Guide and the Patient Agreement, obtain her 
signature on the Patient Agreement and must sign it as weil. 

• Must notify the sponsor or its designate in writing as discussed in the Package Insert under the 
heading DOSAGE AND ADMINISTRATION in the event of an ongoing pregnancy, which is 
not terminated subsequent to the conclusion of the treatment procedure. 

• Must report any hospitalization, transfusion or other serious events to the sponsor or its designate. 

• Must record the Mifeprex package serial number in each patient’s record. 

There also were a number of restrictions relating to the physical distribution system for the product. 
These restrictions were designed to ensure the safe use of the drug. Some complications of medical 
abortion are similar to those of surgical abortion, and some of these require a surgical intervention. 
Comprehensive risk management of abortion therefore requires that the managing physician be able 
to diagnose an ectopic pregnancy, manage the risks of abortion, including bleeding and infection, and 
be able to conduct a surgical abortion if necessary or quickly refer a patient to a provider who is 
trained, qualified, and readily available to do so. 

In addition to distribution restrictions, the sponsor agreed to conduct two post-marketing studies, also 
referred to as “Phase IV commitments.” These two Phase IV studies consisted of a pregnancy 
outcome follow-up study of women who continued to be pregnant for at least one month after any 
Mifeprex exposure and a prescriber monitoring study. The prescriber monitoring study was 
designed primarily to assess the relationship between certain post-treatment adverse events and 
whether the prescriber (a) provided surgical intervention if the medical abortion was not successful or 
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(b) referred patients to another healthcare provider for surgical abortion if the medical abortion was 
not successful. 

Danco Laboratories, the sponsor of the Mifeprex NDA, is currently conducting the pregnancy 
follow-up study; it has designed and implemented a protocol, but it has determined that as of this 
time very few pregnancies (less than 20) were continued. For the number that were continued, 
Danco informs the Agency it has been unable to collect outcome data on any of them because of 
difficulties enrolling patients. Danco has attempted to conduct the prescriber monitoring study 
and has designed and implemented a protocol to that effect; however, FDA understands Danco’s 
efforts have revealed that (1) only about 10 percent of Mifeprex prescribers were willing to 
participate in the study and (2) of these, more than 90 percent stated they were able to perform 
surgical abortions (without referral to another healthcare provider) if needed to complete a 
medical abortion. Thus, Danco has been unable to recruit sufficient participants to adequately 
power the study; furthermore, it appears that a significant majority of prescribers themselves 
provide any necessary surgical interventions to their patients. 

The Prescriber’s Agreement 

The approved labeling for Mifeprex includes a Prescriber’s Agreement that each potential provider is 
required to sign before the sponsor will distribute the product. The Prescriber’s Agreement 
addresses the areas of expertise of the provider, the required reporting of adverse events, and the need 
to obtain informed consent from the patient. 
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Medical Expertise of the Provider - The Prescriber’s Agreement requires the provider to sign a form 
indicating that he or she meets the qualifications outlined in the form and that he or she will observe 
the guidelines stated in the form. This includes agreement with the following statement: 

“Under Federal law, Mifeprex must be provided by or under the supervision of a physician who 
meets the following qualifications: 

• Ability to assess the duration of pregnancy accurately. 

• Ability to diagnose ectopic pregnancies. 

• Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or 
have made plans to provide such care through others, and are able to assure patient access to 
medical facilities equipped to provide blood transfusions and resuscitation, if necessary. 

• Has read and understood the prescribing information of Mifeprex.” 

These restrictions are intended to ensure that Mifeprex is prescribed by persons who are qualified to 
manage early pregnancy and ensure patient access to surgical abortion if that becomes necessary. 
Additionally, the Prescriber’s Agreement states that the patient’s follow-up visit at approximately 
14 days is important to confirm a complete termination of pregnancy and the absence of 
complications. 

Reporting of Adverse Events - Providers who sign the Prescriber’s Agreement agree to report to the 
sponsor all hospitalizations, transfusions, other serious adverse events and on-going pregnancies. 
Prescribers either report directly to Danco’s Medical Director or use a Danco 1-800 number. 
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Patient Informed Consent - The Prescriber’s Agreement farther requires that the prescriber must, 
consistent with the guidelines, (1) provide each patient with a copy of the Medication Guide and the 
Patient Agreement, (2) fally explain the procedure to the patient, (3) give the patient the opportunity 
to read and discuss the Guide and Agreement, and (4) obtain the patient’s signature on the Patient 
Agreement. The Medication Guide, which is part of the approved labeling for Mifeprex, is patient 
labeling designed to provide information necessary to patients’ safe and effective use of the drug (see 
21 CFR part 208). 

Combination Regimen Including Use of Misoprostol Together with Mifepristone 

FDA approved the Mifeprex NDA for the termination of early intrauterine pregnancy, defined as 49 
days or less counting from the last menstrual period. The FDA-approved regimen for medical 
abortion consists of taking 600 milligrams (mg) (three 200 mg tablets) of mifepristone orally on 
Day 1 in the provider’s office and 400 micrograms (meg) (two 200 meg tablets) of misoprostol orally 
on Day 3, also in the provider’s office. A post-treatment examination is to be completed on 
approximately Day 14. FDA is aware that many medical practitioners use modified regimens, which 
may include prescribing different doses of mifepristone and misoprostol, dosing misoprostol on a 
different day, and/or advising patients that the misoprostol tablets be inserted into the vagina. While 
some of the modified regimens have been described in the medical literature, the safety and 
effectiveness of mifepristone and misoprostol dosing regimens other than the one in currently 
approved labeling have not been evaluated by FDA. 

FDA is aware that questions have been raised about the use of misoprostol, a drug indicated for the 
prevention of NSAID (nonsteroidal anti-inflammatory drugs, including aspirin)-mduced gastric 
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ulcers, in the medical abortion regimen with mifepristone, without a separate approval and labeling of 
misoprostol for this use. There are numerous other examples where the labeling of one drug 
recommends its use with a second drug without the approval of the sponsor of the second drug. The 
Agency routinely approves new drugs to be used with products already approved without requiring a 
change to the labeling of the previously approved drug. For example, several beta blockers and 
Angiotensin-converting Enzyme (ACE) inhibitors are approved for use in heart failure and in all 
cases, use with diuretics is recommended even though the diuretics themselves have not been 
separately approved for use in heart failure and do not claim this use in their labeling. The labeling 
for Carvedilol indicates the drug for use in treating certain types of heart failure, usually in addition 
to diuretics, an ACE inhibitor, and digitalis, to increase survival and decrease hospitalization. 

Use of Ultrasound and Ectopic Pregnancies 

In the U.S. clinical trial, ultrasound was performed to ensure proper data collection on gestational 
age. In practice, pregnancies also can be dated using other clinical methods. As mentioned 
previously, part of the restricted distribution of Mifeprex includes that each provider physician must 
state that he or she has the ability to assess accurately the duration of pregnancy and to diagnose 
ectopic pregnancy. The Agency determined that it was neither appropriate nor necessary for it to 
mandate how physicians clinically assess their patients for duration of pregnancy and for ectopic 
pregnancy. The approved labeling for Mifeprex recommends ultrasound evaluation as needed, 
leaving this decision to the physician. 

Information on ectopic pregnancy was added to the WARNINGS section of the approved label in 
November 2004 to further alert physicians to the possibility that a patient who is undergoing a 
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medical abortion could have an undiagnosed ectopic pregnancy, particularly given that some of the 
expected symptoms of a medical abortion may be similar to those of a ruptured ectopic pregnancy. 
The revised label stated that: 

“No causal relationship between these events and Mifeprex and misoprostol has been 
established. Mifeprex is already contraindicated in patients with a confirmed or 
suspected ectopic pregnancy since Mifeprex is not effective for terminating these 
pregnancies. The presence of an ectopic pregnancy may have been missed even if the 
patient underwent ultrasonography prior to being prescribed Mifeprex.” 

Age of Patients Using Mifepristone 

The clinical trials in the NDA excluded patients younger than 1 8 years old, and the labeling states 
that the safety and efficacy in this age group have not been studied, FDA did not require studies in 
pediatric patients. In the case of Mifeprex, there was no scientific reason to expect menstruating 
females under 18 years of age to have a different physiological outcome with the approved Mifeprex 
regimen from women 1 8 years of age and older. Since the approval of Mifeprex, literature has been 
published supporting the safety and effectiveness of mifepristone in females under age 18 (see Phelps 
R..H. et al., “Mifepristone abortion in minors” Contraception 64:339-43(2001)). 


FDA’S ADVERSE EVENT REPORTING SYSTEM 

FDA approves a new drug application if a sponsor demonstrates, through required clinical trials, that 
a product is safe and effective for its intended uses. The limited populations of clinical trials, 
however, usually do not generate all of the information about risks of a new product. Adverse 
effects not detected during clinical trials frequently are identified after approval through reporting to 
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manufacturers or directly to FDA, observational studies based on more widespread use of the product 
after approval, or through post-marketing clinical-trials. To account for this need, FDA created the 
Adverse Event Reporting System (AERS), a post-marketing drug safety program designed to collect 
and assess adverse events identified after approval for all drugs regulated by the Agency. 

AERS consists of data from the Spontaneous Reporting System, a forerunner of the current AERS 
database (for reports from 1968 to October 1997) and data from AERS (for reports from November 
1997 to present). AERS is a surveillance system that relies on voluntary reporting of adverse events 
to FDA by health care professionals and consumers, as well as reporting (some voluntary, some 
required by regulation) by pharmaceutical manufacturers. It includes reports from the United States 
and other countries of serious adverse events, non-serious adverse events, labeled adverse events 
(adverse events that are listed in a drug’s approved labeling), and unlabeled adverse events, as well as 
unlabeled adverse events attributed to a drug in post-marketing clinical trials. It generally does not 
contain reports from clinical trials conducted prior to the approval of a product. As of April 2006, 
AERS contained approximately 3.5 million reports for all drugs. 

When evaluating reports from the AERS system, it is important to recognize several caveats. First, 
accumulated case reports cannot be used to calculate actual incidences of adverse events or estimates 
of risk for a product, as the reporting of adverse events is a voluntary process with inherent 
underreporting. Reporting to the AERS database is influenced by other factors such as duration of 
marketing, market share, publicity about an adverse reaction, and regulatory actions. Additionally, 
the AERS database often contains multiple reports of the same incident. 
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When FDA receives a report of a serious adverse event, the Agency carefully analyzes the available 
scientific information to determine whether or not the serious adverse event or death is related to the 
use of any of the drugs listed as possible medications. FDA staff physicians and epidemiologists 
evaluate the reports, investigate the seriousness of the health hazard and, if necessary, issue warnings 
and initiate corrective actions. 

AERS Reports for Mifepristone 

A total of 1,024 mifepristone reports have been received since the drug’s approval on September 28, 
2000, through March 3 ! , 2006. However, it is important to distinguish between the total number of 
reports and the total number of cases, where one case refers to the collection of all reports pertaining 
to a single incident in a single patient. Duplicate reports often occur because the same event in the 
same patient is reported from more than one source (e.g., a physician sends the report directly to FDA 
as well as to the company, which in turn sends the report to FDA). Of these 1,024 post-marketing 
adverse event reports, after FDA accounted for duplicate reports, reports for use of mifepristone for 
indications other than termination of pregnancy (for example, treatment of certain cancers, or use in 
men or infants), and reports from outside the U.S., there were 950 cases involving mifepristone use in 
the U.S. in women for termination of pregnancy. 

With regard to adverse event reports listing mifepristone as a possible medication, FDA has reviewed 
the database, identified duplicate reports, and in some cases, reclassified the adverse event terms for 
individual cases after reviewing the narrative details. Thus, the numbers below may differ from the 
numbers of the reports that may be obtained through Freedom of Information Act requests. Also, 
please note that these events cannot with certainty be causally attributed to mifepristone because of 
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information gaps about patient health status, clinical management of the patient, concurrent drug use, 
and other possible medical or surgical treatments. 

Nine hundred fifty (950) cases in women who had taken mifepristone for medical termination of 
pregnancy were received by FDA through March 31, 2006. According to Danco, approximately 
575,000 women have been exposed to mifepristone since its approval. Most of the 950 cases listing 
mifepristone as a possible medication initially were submitted to FDA by the sponsor, with only 1 1 
reports initially received by FDA directly from patients, health care providers, investigators, attorneys 
or family members. Approximately one-quarter of the 950 patients were hospitalized. The most 
frequently reported event of interest in the case reports was blood loss requiring a transfusion. The 
next most frequently reported events were infection and ectopic pregnancy. Approximately 40 
percent of the reported 950 cases were received from three states, with 163 cases initially reported 
from California, 117 from New York, and 103 from Arizona, for a total of 383 cases. 

Approximately 94 percent of cases occurred in women aged 1 8 years or older, with an average age of 
27 years, median age of 26 years, and a reported age range of 1 3-46 years. Age was unspecified in 
3.8 percent of reported cases. 

Cases of Heavy Bleeding 

FDA has identified 1 16 care.s documenting that the patient received a blood transfusion due to heavy 
bleeding after medical abortion. The Mifeprex U.S. labeling includes a specific warning about this 
adverse event in a BOXED WARNING and in the WARNINGS section. 
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Deaths Reported After Use of Mifepristone 

FDA is aware of 12 deaths possibly involving the use of mifepristone in women. Nine of these 
deaths were in the U.S. Of these, five were determined to be related to infections, one involved an 
undiagnosed ectopic pregnancy, one appears unlikely to be related to the use of mifepristone, one was 
determined to be unrelated to either the medical abortion or the use of mifepristone and misoprostol, 
and one that is currently under investigation appears not to have involved the administration of 
misoprostol and appears to be unrelated to the use of mifepristone. In addition, there were three 
deaths in other countries related to mifepristone and misoprostol induced abortion. These 12 deaths 
are described below: 

• Five deaths in U.S. women associated with mifepristone and misoprostol induced medical 
abortion, with what appears to be a rapidly fatal toxin-mediated shock syndrome 

o Four of these five, all in California, were confirmed to involve a rare anaerobic bacterium, 
Clostridium sordellii (C. sordellii). All involved the use of mifepristone 200 mg orally, 
followed by 800 meg of misoprostol inserted intravaginally, a regimen that is not part of the 
FDA-approved labeling. 

o One U.S. woman from the west, whose death was confirmed to involve a different bacterium, 
Clostridium perfringens (C perfringens). This case involved the use of mifepristone 200 mg 
orally, followed by 800 meg of misoprostol inserted intravaginally, a regimen that is not part 
of the approved labeling. 

• One death in a U.S. woman who had an undiagnosed ectopic pregnancy. Ectopic pregnancy is a 
contraindication for the use of mifepristone. 

• One death involving a woman who initially had an unsuccessful attempted surgical abortion, 
followed by an unsuccessful medical abortion involving mifepristone, and then followed by a 
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second and successful surgical abortion. The woman was hospitalized approximately one month 
after taking mifepristone, and she died approximately 24 hours after admission during a 
hysterectomy. There was no autopsy, but pathology findings included a degenerated, pus-filled 
uterine fibroid. Cultures were negative for any Clostridial bacteria. Based on the available 
evidence at this time, FDA and the Centers for Disease Control and Prevention (CDC) do not 
believe this death was related to the use of mifepristone. 

• One death in the northeastern U.S. was determined to be unrelated to either the medical abortion 
or the use of mifepristone and misoprostol. 

• One death in the southwestern U.S. is still under investigation, but appears not to have involved 
the administration of misoprostol, and appears to be unrelated to the medical abortion or the use 
of mifepristone. 

• One death in Canada of a woman who died during participation in a clinical trial. This death was 
due to sepsis involving C. sordellii. 

• One death in Sweden of woman as a result of severe hemorrhage related to a medical abortion. 

• One death of a British woman was attributed to gastric (stomach) bleeding from an ulcer. 

The four California deaths, plus the Canadian case, were reported in the New England Journal of 

Medicine in December 2005, by CDC scientists. Since that time, CDC has been actively seeking 

additional cases across the country. FDA is aware that CDC has identified two additional cases 

which appear to be unrelated to the use of mifepristone: 

• A death from the midwest in a woman who had a second trimester medical abortion employing 
misoprostol and laminaria (a moisture absorbing medical device inserted into the vagina to 
stimulate cervical dilation), but not mifepristone. This woman had C. perfringens. 
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• A toxin-mediated infectious death due to C. sordellii in a woman who initially was reported to 
have had a medical abortion. However, the woman had appendicitis and pneumonia, not a 
uterine infection, and CDC has been unable (despite extensive investigation) to find evidence that 
she had an abortion or had ever been pregnant. 

The cases of women with C. sordellii infection are of great concern to FDA and CDC. C. sordellii is 
a rare infection and has been reported in the literature since the 1930s. The largest case series, 
published in 1989 by McGregor, Soper, and colleagues in the obstetrical literature, describes cases 
after vaginal delivery and Cesarean section, as well as a case of spontaneous endometritis. All 
developed a fatal shock syndrome. Other literature describes infectious illnesses in intravenous drug 
users and in organ transplant recipients. 

FDA’S RESPONSE TO SAFETY CONCERNS RELATED TO MIFEPRISTONE 
FDA has been following and evaluating safety concerns about mifepristone since its approval. As a 
result of ongoing monitoring of safety issues associated with mifepristone, FDA approved two 
revisions to the Mifeprex drug labeling and Medication Guide, in November 2004 and in July 2005. 

In November 2004, the black box warning was revised and strengthened to add new information on 
the risk of serious bacterial infections, sepsis, bleeding, and death that may occur following any 
termination of pregnancy, including use of Mifeprex. In July 2005, FDA approved a labeling 
supplement to again strengthen the black box warning on the product by noting that “atypical 
presentations of serious infection. . .can occur without fever, bacteria or significant findings on pelvic 
exam. ...” and to advise patients to seek immediate medical attention if they experience prolonged 
heavy bleeding. 
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The nature of the infection-related deaths led FDA to test for evidence of contamination in the 
manufacturing lots of Mifeprex and misoprostol used by the four women who died in California. 

The restricted distribution program for Mifeprex allowed FDA to identify the specific manufacturing 
lots that were involved in each case. No evidence of contamination was found and all cultures were 
negative. 

FDA has issued public health advisories in connection with safety concerns related to mifepristone in 
2004, 2005, and most recently in March 2006. FDA has consistently highlighted the fact that the 
cases of severe infection occurred with regimens of mifepristone and misoprostol that were not in 
approved labeling, although the relationship of the infections to such use remains unknown. 

FDA has sought expert advice and consultations to evaluate scientific issues from both inside and 
outside the Agency, To supplement the ongoing evaluation and expertise of CDER’s Office of Drug 
Safety and Division of Reproductive and Urologic Products, FDA consulted with its Division of 
Anti-Infective Drug Products. FDA also consulted with outside obstetricians/gynecologists and 
maternal-fetal medicine experts and CDC, ultimately leading to the detailed microbiology testing and 
documentation of C, sordellii as the underlying organism involved in the four cases from California. 
These cases have led to CDC investigations across the country in search of additional cases, 
including their initiation of a detailed search concerning all maternal deaths in the state of California. 
These investigations are ongoing, but the national search for C. sordellii cases in association with 
maternal death has already identified, in addition to those described above with medical abortion, 
three cases in women who recently had a miscarriage (spontaneous abortion). These occurred in the 
midwestem, western, and northeastern U.S. 
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It is noteworthy that over the time period that C. sordellii was being identified as a source of rare, 
infection-related deaths following medical abortion, CDC was investigating unusual outbreaks of 
another Clostridium species, Clostridium difficile (C. difficile). Unlike C. sordellii, C. difficile is a 
common infection in the U.S., with an estimated incidence of up to 500,000 cases per year, mostly in 
hospitals and following use of antibiotics. The infection, which also is mediated by a toxin produced 
by the bacterium, typically causes severe diarrhea and fever. In recent years, however, cases 
associated with a severe, sepsis-like illness have increasingly been reported, and most recently such 
cases have been reported in healthy individuals, four in pregnant women, with no recent 
hospitalization or history of antibiotic use, suggesting a newly emerging serious toxin-mediated 
illness (with many similarities to the fatal cases of C. sordellii). 

To help address the questions and issues that would allow for a better understanding of C, sordellii 
infection, it was clear to FDA that expertise in other Clostridial diseases and microbiology, as well as 
experts on the effects of drug exposure in both conditions, was essential. This led FDA to initiate a 
scientific workshop in collaboration with CDC and the National Institute for Allergy and Infectious 
Diseases to bring together such scientific and public health experts. It was clear to FDA and its 
sister agencies that all involved needed to collaborate to better understand the risk factors 
contributing to reports of morbidity and mortality associated with C. sordellii and C. difficile, and 
that further research was likely to be needed. This workshop, “Emerging Clostridial Diseases,” was 
held Thursday, May 1 1, 2006, in Atlanta, Georgia. 
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Emerging Clostridial Diseases Workshop 

The goal of this public workshop was to identify research needs and priorities in order to enable 
progress in understanding the virulence, pathogenesis, host factors, and nonantimicrobial risk factors 
contributing to reports of morbidity and mortality associated with C, sordellii and C. difficile. Three 
panels, consisting of medical and/or public health representatives from federal government (FDA, 
CDC, and the National Institutes of Health), state governments, and academia, presented data and 
discussed a number of the complex issues surrounding these two related anaerobic bacteria. 

1 . Clinical Syndromes, Pathophysiology and Host Factors - Nine presenters discussed various 
clinical aspects of both C. sordellii and C, diffiicile. 

2. Surveillance for Disease and Sources of Infection - Two presenters discussed related disease 
surveillance initiatives at both the federal and state levels 

3. Identifying a Research Agenda - The final discussion consisted of a general discussion among 
workshop presenters, as well as the audience, regarding recommendations for research agenda 
priorities for: 

• Surveillance and epidemiology; 

• Basic research; and 

• Diagnosis, treatment, and prevention. 

There appeared to be broad consensus that additional research is necessary to improve our clinical 
understanding of both C. sordellii and C, difficile. Participants also stressed that surveillance and 
communication efforts should continue to be refined and focused on enhancing the epidemiological 
data about, and awareness among clinicians of, both diseases. The workshop served as an important 
first step in advancing our understanding of some of the most critical underlying questions 
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surrounding mifepristone, C. .sor£?e//(i-reIated deaths, and a potential association between the two. It 
also underscored the fact that there are additional important questions to be asked and clinically 
investigated regarding, for example, toxin production and potential antibiotic use in association with 
mifepristone. While an e.xact pathway forward, and a precise timeline, are unclear at this point, FDA 
is committed to continuing to work with others, both within and outside of the federal government, to 
improve our knowledge of these dangerous diseases and the public health concerns they raise. 

CONCLUSION 

FDA’s mission is to protect and promote the public health by ensuring that marketed drugs are safe 
and effective for their approved indications. The American people have come to expect this gold 
standard, and the Agency remains dedicated to fulfilling this important responsibility. FDA is a 
science-based public health regulatory agency, and the foundation of the drug approval process is 
sound scientific rigor, FDA takes all reports of adverse events seriously, and the Agency finds none 
more troubling than reported grave injuries to, or deaths of, otherwise healthy patients. Mifeprex 
post-marketing adverse event data are being evaluated on an ongoing basis. These data will continue 
to inform the risk-benefit profile of this drug, including consideration of the risks associated with 
other alternatives, FDA will continue to communicate to the public, healthcare practitioners, and 
patients emerging safety information that becomes available that would assist them in making proper 
choices regarding their health. 
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Mr. SouDER. Let me ask this first question as a multi-part. This 
drug went through a different type of an approval process than oth- 
ers, Subpart H in the approval process, and it allows the FDA to 
impose certain restrictions on the distribution of Mifeprex, which 
you covered in your written testimony. How do you monitor Danco’s 
compliance with each of these restrictions and what do you do 
when they are not in compliance? Furthermore, are they absolutely 
required to report all the incidents? 

Dr. Woodcock. Yes. FDA has, once the drug was approved 
under these provisions, put into place an inspectional system for 
FDA to inspect the manufacturer to assure they were complying 
with the provisions of the approval, and we have done frequent in- 
spections to oversee their compliance with this program. 

Mr. SouDER. And are they required under the law to report all 
adverse effects? 

Dr. Woodcock. All manufacturers are required under the law to 
report adverse events that they find out about with drugs that they 
manufacture or distribute to the FDA. 

Mr. SoUDER. Are you tracking that? 

Dr. Woodcock. Yes. 

Mr. SouDER. And then if you are, how did the manufacturer not 
know about some of the things that you referred to, or did you dis- 
cover those through the manufacturer? Have they reported any of 
these? Do you view them as cooperative? 

Dr. Woodcock. The vast majority of reports that we have re- 
ceived, which are over 1,000, counting duplicates, have come di- 
rectly from the manufacturer. The physicians who have signed the 
physician agreement are instructed to report adverse events to the 
manufacturer. 

Mr. SouDER. We heard a number of the opening statements refer 
to that there is a regimen, but yet RU-486 is frequently used past 
the 49 days as it is recommended and it is administered at a dos- 
age of 200 rather than the FDA-approved 600 dosage. It is often 
prescribed without the required patient agreement form and its 
counterpart. Misoprostol, is used vaginally despite its approval for 
oral use only. Furthermore, although the manufacturer is required 
to have the ability to track its use to the patient level, the manu- 
facturer estimates to arrive at usage rates for the purposes of safe- 
ty and promotional material, WHO, Planned Parenthood, and a 
number of these are not following your regimen. Would it be fair 
for one to conclude from this evidence that RU-486 is not being 
used according to the restriction that you imposed on it in Subpart 
H? 

Dr. Woodcock. There is no restriction in the approval letter or 
in the physician agreement that says the physician must use a 
specified dose or regimen. The manufacturer, who FDA regulates, 
is complying with the restrictions that were placed on the drug dis- 
tribution at the time of approval. 

Mr. SouDER. So you are saying that individuals are — let me ask 
this. Would it be fair for one to conclude that the restrictions 
placed on RU-486 have failed to ensure that the drug will be used 
in a manner consistent with the FDA’s opinion on safe use? In 
other words, when you cleared the drug, it was cleared on the basis 
of the usage. Now what you are telling me is there is no checking 
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to see that it is being used in the way you approved it, and could 
not that explain some of the problem? 

Dr. Woodcock. The restriction program was pub in place to en- 
sure that physicians who prescribe the drug could date a preg- 
nancy — that is a very important aspect of using this regimen — 
could rule out with professional experience an ectopic pregnancy, 
and were manage the complications of medical abortion, which in- 
clude requirements for surgical intervention. So that was the pur- 
pose of the restriction program. 

FDA reviews data that is submitted to it when FDA approves a 
dose and a regimen in an approved indication for use of the drug. 
Subsequently, based on medical literature, physicians may deviate 
from the recommended dose and this occurs very frequently. The 
restricted distribution program had to do with distribution to phy- 
sicians who were qualified. So the drug is not available in phar- 
macies. It cannot be prescribed by physicians who are not qualified 
and have not gone through the program. 

Mr. SouDER. So let me see if I can understand, see if this is an 
oversimplification of what you just said. You said you tested it with 
one regimen. Then you didn’t put that in force because you con- 
cluded after the tests, based on information that regimen wasn’t es- 
sential to the safety of the individuals? 

Dr. Woodcock. FDA 

Mr. SouDER. Because the regimen dealt with other subjects other 
than the safety. 

Dr. Woodcock. FDA reviewed the data based on the safety and 
effectiveness information that was included in the application. That 
was the recommended regimen, the approved regimen that is in the 
drug label. The patient agreement and so forth discuss that regi- 
men. All the approved patient labeling discusses that regimen. It 
is quite common in the United States, however — a recent article 
showed that about 21 percent of drug usage in the United States 
deviates somewhat from the label directions 

Mr. SouDER. Let me, because my time is up, when I came as a 
freshman, I was vice chair of Mr. Shays’ subcommittee and I re- 
member on the secondary use of drugs one of the huge questions 
is the FDA, however, does not give its blessing to non-approved 
regimens and non-prescribed ways of doing it. And I would also 
like to insert in the record at this point a history of other drugs 
where with one or two deaths, they have been pulled off the mar- 
ket. Usually, scientific research does not go forth while there is a 
question on a drug, and I think an exception has been made in this 
for political reasons. It is exactly the reverse of what has been 
charged. 

[The information referred to follows:] 
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Lower Standards for RU-486? ^ 

RU-486 

FDA has acknowledged the deaths of eight women associated with the drug, nine life- 
threatening incidents, 232 hospitalizations, 116 blood transfusions, and 88 cases of 
infection.^ These and other cases have added up to a total of 950 adverse event reports 
(AERs) as of March 31, 2006. These reports are based on the FDA’s Adverse Event 
Reporting System, a voluntary system, with inherent underreporting. 

Compare the adverse events associated with RU-486 with those of other drugs: 

NeutroSpec 

December 1 9, 2005 - Palatin Technologies voluntarily suspended sales and marketing of 
NeutroSpec. No definitive determination was made regarding the relationship between 
NeutroSpec and reported adverse events. 

Tysabri 

February 28, 2005 - Biogen voluntarily suspended marketing of the drug as well as its 
use in clinical trials until more detailed information could be gathered on one death and 
one other adverse event. 

Palladone 

July 13, 2005 - Purdue Pharma agreed to voluntarily suspend sales and marketing of 
Palladone in the US. “To date, FDA is not aware of any patients who had life-threatening 
side effects from drinking alcohol while taking Palladone.” 

Cylert 

May 2005 - Abbott chose to stop sales and market on Cylert. “FDA was aware 
reports of liver failure resulting in liver transplant or death ...” “ the reporting 
liver failure with pemoline is 10 to 25 times greater than the background rate of liver 
failure in the general population.” NOTE; RU-486 is 10 to 14 times more lethal to the 
mother than surgical abortion during the first 49 weeks of gestation when RU-486 is used 
in chemical abortions. 

Bextra 

April 7, 2005 - Pfizer voluntarily withdraws Bextra from the U.S. market. FDA had 
concluded that the overall risk versus benefit profile of Bextra was unfavorable. “The 
reporting rate to FDA’s spontaneous reporting system for these serious skin reactions was 
significantly greater for Bextra than other COX-2 selective agents.” 



* Data extracted from a letter from David W. Boyer, Assistant Commissioner for Legislation, to Hon. Mark 
E. Souder, Chairman, Subcommittee on Criminal Justice, Drug Policy, and Human Resources, (May 16, 
2006) (on file with Subcommittee). 

^ Letter from David W. Boyer, Assistant Commissioner for Legislation, to Hon. Mark E. Souder, 

Chairman, Subcommittee on Criminal Justice, Drag Policy, and Human Resources, (May 2, 2006) (on file 
with Subcommittee). 
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Vioxx 

September 30, 2004 - Merck voluntarily withdraws Vioxx from US market. FDA was in 
the process of reviewing the cardiovascular events to determine whether labeling changes 
were warranted when Merck decided to withdraw it. 

Orlaam 

August 23, 2003 - Roxane stated that it was discontinuing the sale and distribution of the 
product after current inventory was depleted following reports of severe cardiac-related 
events among opiate-addicted patients. 

Baycol 

August 8, 2001 - Bayer Phannaceuticals voluntarily withdrew the product after FDA 
received reports of 3 1 deaths associated with the drug. 

Raplon 

March 27, 2001 - prganoiTaluiounced it was voluntarily withdrawing the drug after 
receiving reportSof five deatWoccurring during the administration of the drug. 

Lotronex ^ 

November 28, 2000 - Glaxo Wellcome informed FDA it was voluntarily withdrawing 
Lotronex, after FDA received a total of 70 cases of serious adverse events, of which 34 
required hospitalization without surgery, 10 resulted in surgical procedures, and three 
resulted in death. 

Rezulin 

March 21, 2000 - Manufacturer agreed to withdraw Rezulin after the drug showed it was 
more toxic to the liver than two other drugs. 

Trovan 

June 1999 - FDA issued a public health advisory when it received over 100 reports of 
patients who were ill with symptoms of liver toxicity. FDA was aware of 14 cases in 
patients whose livers actually failed. 

Duract 

June 22, 1998 - Wyeth- Ayerst armounced it was withdrawing the analgesic, Duract, 
following reports of rare severe liver failure in patients in whom the drug was used for 
extended periods of time which was not in accordance with labeling instructions. 

Tegison 

March 1998 - Hoffrnan-La Roche voluntarily discontinued marketing Tegison because 
the product posed a greater risk of birth defects than a replacement product. 
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Mr. SOUDER. I yield to Mr. Cummings. 

Mr. Cummings. Thank you very much, Mr. Chairman. 

First of all, thank you for being with us. Dr. Woodcock. Dr. 
Woodcock, there have been allegations that there was something 
unusual about the approval of Mifeprex. You were the Director of 
the Center for Drug Evaluation and Research back then, is that not 
correct? 

Dr. Woodcock. That is true. 

Mr. Cummings. And did the FDA treat Mifeprex using the appro- 
priate scientific and legal standards for safety and efficacy? 

Dr. Woodcock. We used the scientific and legal standards that 
we use for every drug that we evaluate. 

Mr. Cummings. Now, anti-choice advocates have criticized the 
approval on a number of grounds, including the fact that there was 
no double-blind placebo controlled study of this drug. But it is hard 
for me to imagine how someone could conduct a placebo-controlled 
study of an abortion drug. That would mean giving the women 
seeking an abortion a placebo that would not terminate the preg- 
nancy, is that right? 

Dr. Woodcock. I suppose. The need for a placebo occurs when 
there is a tremendous variability in the outcome, and so you can’t 
tell whether the outcome was due to the intervention or other 
events. For many types of interventions, such as anesthesia, all 
right, we don’t have a randomized control group because you can 
easily tell whether people are unconscious and they don’t become 
unconscious spontaneously very often. The same is true for contra- 
ceptives, where we have a very good background rate of pregnancy 
with unprotected intercourse. So in various situations, a totally ac- 
curate control is what is called a historical control, where we know 
what happens in that situation without an intervention. 

Mr. Cummings. There seems to be confusion about the way that 
Mifeprex was approved. It was approved under provisions known 
as Subpart H, is that correct? 

Dr. Woodcock. Yes. 

Mr. Cummings. Some of these provisions provide for an acceler- 
ated approval of drugs for life-threatening conditions. But a dif- 
ferent part of Subpart H guides not expedited approval but the re- 
stricted distribution of certain products. Why was Subpart H used 
in the case of Mifeprex? 

Dr. Woodcock. For Mifeprex, it was felt important that the dis- 
tribution be limited to qualified practitioners, because although the 
intervention was found to be safe and effective, it was in the hands 
of individuals in the clinical trials who were able to diagnose preg- 
nancy and date it properly, who were able to rule out ectopic preg- 
nancy with a high degree of accuracy, and who were able to deal 
with the complications of medical abortion, including incomplete 
abortion. The drug would not be safe in the hands of practitioners 
who did not routinely take care of pregnant women, for example. 
So that is why these restrictions were put into place. 

Mr. Cummings. So this had nothing to do with accelerating ap- 
proval? 

Dr. Woodcock. Nothing to do with it. The evidence on effective- 
ness for Mifeprex was submitted in three trials that FDA found to 
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be adequate and well-controlled trials for the purpose of dem- 
onstrating termination of pregnancy. 

Mr. Cummings. Well, the marketing application was submitted 
in March 1996, is that correct? 

Dr. Woodcock. Yes. 

Mr. Cummings. But the drug wasn’t approved until September 
2000. That is like 4V2 years later. The average time for approval 
is about 18 months, is that correct? 

Dr. Woodcock. Yes. 

Mr. Cummings. So why did the approval process take so long? 

Dr. Woodcock. FDA asked many questions and subjected this 
application, everything from the manufacturing of the drug, the 
pharmacology, the distribution of the drug, and the safety and effi- 
cacy to a very thorough review, such as we would for any drug, and 
in this case, it took that long. 

Mr. Cummings. I mean, what is the record, do you know, length 
of time? 

Dr. Woodcock. Longer. 

Mr. Cummings. All right. I see my time is about up so I will sub- 
mit questions. 

Mr. SouDER. Let me ask Congresswoman Schmidt and Congress- 
man Shays, did you want to ask questions of this witness? 

Mrs. Schmidt. I do. 

Mr. SouDER. Do you have questions, as well, Mr. Shays? 

Mr. Shays. I don’t want to ask her to have to stay after an hour 
of hearings after our votes. 

Mr. SouDER. We are going to have about an hour’s worth of 
votes, so Mrs. Schmidt, why don’t you ask some of your questions 
here. 

Will you answer any written questions that we give you from the 
different Members, because it is going to be a long voting stretch, 
probably at least an hour here. 

Dr. Woodcock. Certainly. 

Mr. SouDER. Mrs. Schmidt. 

Mrs. Schmidt. Thank you, Mr. Chairman. What I am under- 
standing is that there are seven deaths recorded from this drug. As 
a woman, why aren’t we pulling this drug from the market? 

Dr. Woodcock. You have to distinguish, first of all, and I know 
it is very confusing, you have to distinguish reports to the FDA, 
deaths that are actually occurred or related to administration of 
the drug in some way, and then where there is a causal relation- 
ship between administration of the drug and the death. 

FDA actually has nine reports of death related to medical abor- 
tion in the United States. Three of those we find unrelated to ad- 
ministration of the drug. In one case, we cannot — either the patient 
is not documented to have taken the drug or other reasons unre- 
lated. One death was due to ruptured ectopic pregnancy. Ruptured 
ectopic pregnancy, if the patient doesn’t seek medical care rapidly, 
can be fatal. The ectopic pregnancy itself was a preexisting condi- 
tion, was not caused by administration of Mifepristone and 
Misoprostol. 

There were five deaths were due to sepsis, to infection, and what 
we don’t know is whether or not medical abortion increases the 
probability of getting this infection. This infection has occurred 
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after vaginal delivery, after Caesarian section, and after sponta- 
neous abortion or so-called miscarriage, and there are documented 
cases in each of those instances. So we do not know if in medical 
abortion there is an increased rate of this infection or whether or 
not we are simply seeing these because of our intense scrutiny of 
outcomes after medical abortion due to the restricted distribution. 

Mrs. Schmidt. May I have a followup, sir? I am having a prob- 
lem with your explanation and I will tell you why. The ectopic 
pregnancy, the drug should never have been administered if she 
had an ectopic pregnancy, period, case closed. I don’t care what the 
reason why the drug was administered. It was administered wrong- 
ly. That woman died because of it. So there is a problem. 

But more importantly, the five of the infections, just because you 
don’t know how the infection occurred, we do know they took the 
drug and they died. To me — I am from a farm community — it 
sounds like you need to pull the drug until you can be absolutely 
sure that there are no deaths related. 

I have a whole list here of drugs that have been pulled from the 
market either voluntarily or involuntarily. There has just been a 
contact solution that has been pulled from the market because of 
serious eye infection, including the loss of sight. So we are real 
careful about other things about our body, but when it comes to a 
woman’s body, I am just finding a problem that we are just not 
that careful. 

I think this drug needs to be pulled from the market. It needs 
to be pulled from the market now and it is time that the FDA does 
something about it. 

Mr. SOUDER. Thank you. We will send you some additional ques- 
tions. May I ask you quickly, the FDA reported 116 cases of blood 
transfusion. Do you believe Mifeprex caused these hemorrhage 
cases? 

Dr. Woodcock. Hemorrhage is a common complication of child- 
birth, spontaneous abortion, surgical abortion, and medical abor- 
tion. So when a woman is pregnant, she faces a possibility of expe- 
riencing hemorrhaging after childbirth and so forth. Yes, we 
expected 

Mr. SoUDER. So you believe these were common hemorrhaging 
cases, not extraordinary hemorrhaging cases? 

Dr. Woodcock. It was expected and was observed in the clinical 
trial. There was a case of needing transfusion, so it was expected 
that some women after the medical abortion regimen would have 
bleeding requiring transfusion. That is correct. 

Mr. SouDER. So you believe that 116 cases in 575,000 is roughly 
similar to the population that would normally have it? 

Dr. Woodcock. Yes. We feel that all the side effects except the 
Sordellii are within what we would expect in this population. 

Mr. Souder. Thank you. We will submit 

Mr. Shays. Mr. Chairman. 

Mr. Souder. Yes, Mr. Shays. 

Mr. Shays. If I could submit questions in writing, because I do 
have questions. I just don’t want to hold her for an hour. 

Mr. Souder. OK. 

Mr. Shays. So I will have questions. I will submit them through 
you. 
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Mr. SOUDER. Thank you. 

Mr. Shays. Thank you. 

Mr. SouDER. The subcommittee stands recessed until we get 
back from votes. 

[Recess.] 

Mr. SouDER. The subcommittee is back in session. 

If the second panel could come forward. The second panel is 
Monty Patterson, father of Holly Patterson, who was 18 years old 
when she died taking RU-486; Dr. Susan Wood, former FDA As- 
sistant Commissioner for Women’s Health; Dr. Lisa Rarick, RAR 
Consulting; Dr. Donna Harrison, a member of the Mifeprex Sub- 
committee of the American Association of Prolife Obstetricians and 
Gynecologists; and law professor O. Carter Snead from the Univer- 
sity of Notre Dame, former general counsel for the President’s 
Council on Bioethics. 

As an oversight committee, it is our customary practice to swear 
in each of the witnesses. Will you raise your right hands. 

[Witnesses sworn.] 

Mr. SouDER. Let the record show that each of the witnesses re- 
sponded in the affirmative. 

We thank you each for coming. Thank you for your patience of 
putting up with the congressional procedure of having multiple 
amendments and bills. It makes for a long afternoon but one that 
we can never predict when we schedule a hearing. 

We will start with Mr. Patterson. Thank you for coming, and 
once again, we express from all of us in the committee our sym- 
pathies for the loss of your daughter. 

STATEMENT OF MONTY L. PATTERSON, LIVERMORE, CA 

Mr. Patterson. Thank you very much. First of all, I just want 
to show you a picture of Holly so you know that we are talking 
about my daughter and who she is. 

Mr. SoUDER. Why don’t you pull the mic closer to you. 

Mr. Patterson. I said I wanted to show you a picture of my 
daughter so at least you see what I have lost and actually what she 
lost. 

I owe and dedicate my presence here to those who have no voice 
and particularly to my daughter. Holly, who died at 18, and the 
other women who have died or have been seriously hurt by taking 
the RU-486 medical abortion drug regimen as a solution to their 
unplanned pregnancy. 

I am here to testify about my personal experience as the father 
of a victim of this drug and my consequent knowledge, experiences, 
and views pertaining to RU-486, the drug. I want to be clear that 
my views and testimony should be divorced from any debate about 
abortion. I feel we must examine the dangers associated with RU- 
486 for early medical pregnancy termination that are separate and 
apart from any particular view about a women’s right to access and 
choice. 

Twelve days after Holly’s 18th birthday, on September 10, 2003, 
she walked into a Planned Parenthood clinic to be administered an 
RU-486 medical abortion regimen. By the 4th day, she was admit- 
ted to the emergency room of a local hospital. She was examined. 
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She was given pain killers. She complained of bleeding, cramping, 
constipation, and pain, but subsequently, she was sent home. 

Seven days after taking RU-486, Holly returned to the same 
emergency room hospital complaining of weakness, vomiting, ab- 
dominal pain. Hours later, I was called to the hospital, where I 
found her surrounded by doctors and nurses, barely conscious and 
struggling to breathe. Holly was so weak she could barely hold onto 
my hand. Feeling utter belief and desperation, I watched Holly suc- 
cumb to a massive bacterial infection as a result of a drug-induced 
abortion with RU-486. 

With the support of my family and friends, I have spent thou- 
sands of hours researching medical and scientific journals, talking 
to doctors, legislators. State and Federal agencies, and to learn 
about the drug RU-486, otherwise known as Mifepristone. 

I believe that RU-486 is the substantial contributing factor re- 
sponsible for Holly’s death. Currently, there have been eight deaths 
reported by the FDA linked with the drug. Furthermore, there are 
900 or more serious health consequences associated with RU-486. 

One year after Holly’s death, I met with FDA and White House 
officials, in September 2004, to discuss concerns over the drug’s 
safety and health issues. Two months later, the FDA announced 
additional black box warnings highlighting serious infections and 
death. 

On May 11, 2006, I attended the CDC-FDA-NIH scientific con- 
ference in Atlanta whose main purpose was to discuss the safety 
of the drug regimen RU-486 to terminate early pregnancies. I pre- 
sented a compilation of nearly 400 medical and scientific publica- 
tions as a result of my 2 V 2 years of extensive research. It is my 
hope this work will help to facilitate the understanding and causal 
relationship of RU-486 and medical abortion infections. Medical ex- 
perts, Dr. Esther Sternberg, Dr. James McGregor, and Dr. Ralph 
Miech presented their concurring studies that RU-486 has serious 
and lethal medical implications as evidenced through animal mod- 
els. I have brought that disk here today for the subcommittee for 
their review. 

The FDA is responsible for protecting public health and, there- 
fore, must reconsider the use of RU-486 in early medical preg- 
nancy terminations. It should explore active epidemiology and 
study animal models that show the alteration of the immune re- 
sponse by its reaction with RU-486 as it relates to serious and le- 
thal infections. The FDA needs to provide the medical community 
reliable means and methods to recognize cases of serious adverse 
events associated with RU-486. Finally, the FDA needs to imple- 
ment a confident reporting apparatus of these events so they can 
accurately evaluate the safety and health consequences with the 
use of the drug. 

Patients, families, and their physicians are entitled to have all 
the information necessary to make informed choices. The safety, 
health, and welfare of women considering medical abortion with 
RU-486 is paramount and should not be jeopardized with a drug 
that can seriously cause them harm or death. Women have paid 
the ultimate price with their health and their lives. How many 
must die needlessly before this drug is removed from the market? 
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Women have been and are still relying upon what they think is 
truthful information concerning the limited risk involved with a 
medical abortion. Yet, does the average patient, a teenager like 
Holly, understand she may be risking her life taking RU-486 when 
she is repeatedly exposed to statements like, “It is what women 
have wanted for years. It is the first FDA-approved pill providing 
women with a safe and effective non-surgical option for ending 
early pregnancy.” 

There are no quick fixes or magical pills to make an unplanned 
pregnancy go away. My family, friends, and community were deep- 
ly saddened and are forever marred by Holly’s preventable and 
tragic death. It is my vibrant memory of Holly and her premature 
death that have inspired me to make the public aware of the seri- 
ous and lethal effects of the RU-486 regimen. Not a day goes by 
that I do not recall her brilliant blue eyes, engaging smile, laugh- 
ter, and sheer gentle beauty. 

Holly’s personal drive and unwavering determination continue to 
inspire me and give me strength to pursue these critical issues in 
her name. It is a natural instinct to protect our loved ones and 
speak for those who cannot speak for themselves. Thank you. 

Mr. SOUDER. Thank you, and thank you for your willingness to 
speak out. 

[The prepared statement of Mr. Patterson follows:] 
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Introduction 


I owe and dedicate my presence here to those who have no voice, particularly to my daughter, Holly, who 
died at 1 3, and the other women who have died or have been seriously hurt by taking the RU-486 
medical abortion drug regimen as a solution to an unplanned pregnancy. 

i am here to testify about my personal experience as the father of a victim of this drug and my consequent 
knowledge, experiences, and views pertaining to RU-486, the drug, I want to be clear that my views and 
testimony should be divorced from any debate about abortion. I feel we must examine the dangers 
associated with RU-486 for early medical pregnancy termination that are separate and apart from any 
particular view about a woman’s right to access and choice. 

Personal Experience 

Twelve days after Holly’s 18®' birthday, on September 10, 2003, she walked into a Planned Parenthood 
Clinic, to be administered a RU-486 medical abortion regimen. By the fourth day she was admitted to the 
emergency room of a local hospital complaining of bleeding, cramping, constipation, and pain. Holly was 
examined, given painkillers, and then sent home. Seven days after taking RU-486, Holly returned to the 
same emergency room hospital, complaining of weakness, vomiting, and abdominal pain. Hours later, I 
was called to the hospital, where I found her surrounded by doctors and nurses, barely conscious and 
struggling to breathe. Hoiiy was so weak she could barely hold on to my hand. Feeling utter disbelief and 
desperation, I watched Holly succumb to a massive bacterial infection, as a result of a drug-induced 
abortion with RU-486. 

Issues 


With the support of my family and friends, I have spent thousands of hours researching medical and 
scientific journais, talking to doctors, legislators, state and federal agencies to learn about the drug RU- 
486, otherwise known as mifepristone, 

I believe that RU-486 is the substantial contributing factor responsible for Holly's death. Currently, there 
have been 8 deaths reported by the FDA linked with RU-486, Furthermore, there are over 900 reported 
serious health consequences associated with the drug. 

FDA & White House 


One year after Holly's death, I met with FDA and White House officiais in September 2004, to discuss 
concerns over the drug’s safety and health issues. Two months later the FDA announced additional black 
box warnings highlighting serious infections and death. 

CDC;fDA/NIH conference 


On May 1 1 , 2006 I attended the CDC/FDA/NIH scientific conference in Atlanta whose main purpose was 
to discuss the safety of the drug regimen RU-486 to terminate early pregnancies. 1 presented a 
compilation of nearly 400 medical and scientific publications as a result of my 2 Vi years of extensive 
research. It is my hope this work will help to facilitate the understanding and causal relationship of RU- 
486 and medical abortion infections. Medical experts. Dr. Esther Sternberg, Dr. James McGregor, and Dr. 
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Ralph Miech presented their concurring studies that RU-486 has serious and lethal medical implications 
as evidenced through animal models. 

FDA Responsibility 

The FDA is responsible for protecting public health and therefore, must reconsider the use of RU-4S6 in 
early medical pregnancy terminations, it should explore active epidemiology and study animal models 
that show the alteration of the immune response by its interaction with RU-486 as it relates to serious and 
lethal infections. The FDA needs to provide the medical community reliable means and methods to 
recognize cases of serious adverse events associated with RU-486. Finally, the FDA needs to implement 
a confident reporting apparatus of these events so they can accurately evaluate the safety and health 
consequences with the use of the drug. 

Patients, families and their physicians are entitled to have all the information necessary to make informed 
choices. The safety, health, and welfare of women considering medical abortion with RU-486 is 
paramount and should not be jeopardized with a drug that can seriously cause them harm or death. 
Women have paid the ultimate price with their health and their lives How many must die needlessly 
before this drug is removed from the market? 

Conclusion 


Women have been and are still relying upon what they think is truthful information concerning the limited 
risks involved with a medical abortion. Yet, does the average patient, a teenager, like Holly, understand 
she may be risking her life taking RU-486 when she's repeatedly exposed to statements like: "It's what 
women have wanted for years: Its the first FDA approved pill providing women with a safe and effective 
non-surgical option for ending early pregnancy". 

There are no quick fixes or magical pills to make an unplanned pregnancy go away. My family, friends 
and community were deeply saddened and are forever marred by Holly's preventable and tragic death. It 
is my vibrant memory of Holly and her premature death that have inspired me to make the public aware of 
the serious and lethal effects of the RU-486 regimen. Not a day goes by that I do not recall her brilliant 
blue eyes, engaging smile, laughter, and sheer gentle beauty. 

Holly's personal drive and unwavering determination continue to inspire me and give me strength to 
pursue these critical issues in her name. It is a natural instinct to protect our loved ones and speak for 
those who can not speak for themselves. 
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Mr. SOUDER. Dr. Wood. 

STATEMENT OF SUSAN F. WOOD, FORMER ASSISTANT COM- 
MISSIONER FOR WOMEN’S HEALTH AND DIRECTOR OF THE 

OFFICE OF WOMEN’S HEALTH, FOOD AND DRUG ADMINIS- 
TRATION 

Ms. Wood. Thank you, Mr. Chairman, and thank you, members 
of the subcommittee. My name is Susan Wood and for the last 15 
years, I have worked in women’s health policy within the Federal 
Government. In each of my positions, I have advocated for the pro- 
motion of women’s health through increased research, services, and 
prevention. 

From November 2000 through August 2005, I was the Assistant 
Commissioner for Women’s Health and Director of the Office of 
Women’s Health at the U.S. Food and Drug Administration. Prior 
to that, I was Director of Policy and Program Development at the 
Department of Health and Human Services Office on Women’s 
Health. 

But I began my work in women’s health in 1990 as congressional 
staffer for the bipartisan Congressional Caucus for Women’s Issues. 
My scientific training is as a Ph.D. in biology and my research fo- 
cused on basic cell biology and biochemistry, carried out at Boston 
University and at Johns Hopkins University School of Medicine. 

Over the last 15 years, I have been proud to be part of the follow- 
ing advances we have made in women’s health: expanded research 
at the NIH in areas such as breast and ovarian cancer, 
osteoporosis, heart disease, HIV/AIDS, and menopause; more inclu- 
sion of women in clinical research studies funded by NIH and regu- 
lated by the FDA; increased screening of women for cancer and for 
sexually transmitted diseases that lead to infertility; better quality 
mammography; coverage for preventive screenings by Medicare; 
and improved prevention and services for victims of domestic vio- 
lence. 

While I was at FDA, the Office of Women’s Health supported 
groundbreaking research, including research on medications taken 
during pregnancy, to help find out about the proper doses of dif- 
ferent medications that should be taken during the different stages 
of pregnancy. We also funded important health outreach programs 
in areas such as safe medication use, diabetes, menopause, and 
hormone therapy. The office also worked to implement and track 
the inclusion of women in clinical studies reviewed by FDA and to 
ensure the analysis of the data for important sex differences in 
safety and efficacy. 

These advances and more were made through the concerted ef- 
forts of Members of Congress, the various agencies of the Depart- 
ment of Health and Human Services, the research and clinical com- 
munities, and women’s health advocates across the country. One of 
the core principles that led to this progress was and remains en- 
sure that we move forward based on the best available scientific 
and medical evidence, and when that evidence is lacking, go out 
and do the studies necessary to get it. 

My commitment to women’s health is founded on these scientific 
principles, knowing that this is the best way to expand our knowl- 
edge and improve the health of women and men both here in the 
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United States and abroad. My commitment to women’s health, par- 
ticularly to drug safety, is also founded in personal experience. I 
lost my much-loved sister to cancer at age 34, caused directly by 
a drug given to our mother while she was pregnant, the drug DES, 
also Imown as diethylstilbestrol. I can assure you that my commit- 
ment to drug safety for women is deeply felt and always at the 
forefront of my mind. 

I appreciate your invitation to testify before this subcommittee 
on the issue of Mifepristone and whether or not FDA has held this 
drug to the best standard of review on safety and efficacy. 

Let me point out that Mifepristone is not Plan B emergency con- 
traception, which prevents unintended pregnancy and the need for 
abortion, but Mifepristone, RU-486, is a medication that causes 
abortion in the first few weeks of pregnancy. 

Now, I was working at the Department of Health and Human 
Services Office on Women’s Health at the time of the Mifepristone 
review. I, therefore, have no direct knowledge of the evaluation and 
the review that was happening at FDA, and that is exactly how it 
should be. The FDA was working independently, reaching its con- 
clusions and decisions based on its usual processes and evaluation 
of the data. In fact, there was curiosity among many of us at the 
Department level about the subject, but we were given clear in- 
struction by senior management of the Department that we were 
not to inquire, even informally, of our women’s health colleagues at 
FDA about the status of the Mifepristone application. This was to 
ensure that there was not even a perception of Departmental influ- 
ence on this highly visible application. 

Upon my arrival at FDA in the fall of 2000 as head of women’s 
health there, this independence of decisionmaking was confirmed to 
me by the professional staff that was directly involved in the re- 
view. The evidence presented to the FDA and the subsequent expe- 
rience with the marketed product in the United States tells us that 
this is a safe and effective method for early termination of preg- 
nancy. 

Now, the recent deaths due to Clostridium Sordellii in women 
who have had a medical abortion are truly tragic and I do offer my 
sincere condolences to Mr. Patterson, his family, and the families 
of all the women. These deaths due to this bacterial infection have 
put us on notice that health professionals and women need to be 
aware of this potential risk. 

More importantly, the close surveillance of adverse events associ- 
ated with the use of Mifepristone have alerted us that this bac- 
terial infection is present and caused the death of other women 
who have given birth or had a miscarriage — more, in fact, than the 
number of women who underwent a medical abortion. This pattern 
of infections and deaths after pregnancy is indeed disturbing and 
tells us once again that we need to do more to ensure safe preg- 
nancy and safe motherhood. This is not limited to women who have 
been exposed to Mifepristone, and to focus solely on the women 
who have had a medical abortion is to miss the real threat to the 
health of women. 

Our surveillance systems for maternal mortality and morbidity 
have been limited over the years due to limited funding and lower 
priority. These systems need to be improved and expanded to cap- 
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ture not only the impacts of Clostridium, but also so that we can 
understand and prevent the other risks that women face with preg- 
nancy. 

With Mifepristone, we can be confident that we have identified 
all or most of the adverse events and deaths. We cannot say the 
same for infections and deaths caused by C. Sordellii in women 
who have given birth or had a miscarriage, and those numbers may 
indeed be higher. 

I applaud the CDC, FDA, and NIH for holding the scientific 
meeting on May 11th to begin the process of examining the data 
that we currently have on the nature of these infections, potential 
strategies for prevention, early detection, and effective treatment, 
and the research agenda that needs to be undertaken to answer 
the critical questions that exist. Although I did not attend, I under- 
stand that meeting participants presented current information and 
discussed the future needs to address this emerging infection. 

Questions have been raised about whether Mifepristone is in- 
volved through changes of the immune system. These are serious 
questions that need to be studied, but at this point do not seem to 
be the compelling mechanism. Experts at CDC, FDA, and NIH re- 
viewed the current information and appear to recognize that the in- 
fections and death due to C. Sordellii are not due to a simple drug 
effect. Rather, this is a complex situation that involves multiple 
factors that are linked to pregnancy. Getting to the bottom of what 
puts women at risk for this infection and what can be done to pre- 
vent and treat it is of the highest importance. 

The experts at the meeting last week identified several clear 
areas of research that are needed, including improved surveillance 
of infection in women who have given birth or had a miscarriage, 
improved diagnosis, the role of antibiotics, the possible develop- 
ment of an antitoxin or other therapies, and further research on 
the nature of the Clostridium bacterium itself. 

I strongly urge the subcommittee to support this research and 
surveillance agenda to address this threat to women’s health. By 
doing so, we can improve the health outcome of all pregnant 
women and also help ensure improved maternal outcomes. Please 
do not allow politics to trump science once again when the health 
of women is at stake. Thank you. 

Mr. SOUDER. Thank you. 

[The prepared statement of Ms. Wood follows:] 
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Chairman Souder and Members of the Subcommittee: 

My name is Susan F. Wood, PhD and for the last 1 5 years I have worked in women’s health 
policy within the Federal Government. In each of my positions I have advocated for the 
promotion of women’s health, through increased research, services and prevention. From 
November of 2000 through August of 2005, 1 was the Assistant Commissioner for Women’s 
Health and Director of the Office of Women’s Health at the US Food and Drug Administration. 
Prior to that, I was Director of Policy and Program Development at the Department of Health 
and Human Services Office on Women’s Health. I began my work in women’s health in 1990 as 
Congressional staff to the bipartisan Congressional Caucus for Women’s Issues, initially as a 
fellow in the program sponsored by the American Association for the Advancement of Science, 
and then as professional staff to the Caucus. My scientific training is as a PhD in Biology and 
ray research focused on basic cell biology and biochemistry carried out at Boston University and 
at Johns Hopkins University School of Medicine. 

Over the last 15 years, I am proud to have been part of the advances we have made in women’s 
health: expanded research at the NIH in areas such as breast and ovarian cancer, osteoporosis, 
heart disease, HIV/AIDS and menopause; more inclusion of women in clinical research studies 
funded by NIH and regulated by FDA; increased screening of women for cancer and for sexually 
transmitted diseases that lead to infertility; better quality mammography; coverage for preventive 
screenings by Medicare; and improved prevention and services for victims of domestic violence. 

While I was at the FDA, the Office of Women’s Health supported groundbreaking research, 
including research on medications taken during pregnancy to help find out what the proper doses 
of different medications should be during the different stages of pregnancy. We also funded 
important health outreach programs in areas such as safe medication use, diabetes, and 
menopause and hormone therapy. The Office also worked to implement and track the inclusion 
of women in clinical studies reviewed by FDA and to ensure the analysis of the data for 
important sex differences in safety and efficacy. 

These advances and more were made through the concerted efforts of Members of Congress, the 
various agencies of the Department of Health and Human Services, the research and clinical 
communities, and women’s health advocates around the country. One of the core principles that 
led to progress was and remains: ensure that we move forward based on the best available 
scientific and medical evidence. And when that evidence is lacking: go out and do the studies 
necessary to get it. 



126 


My commitment to women’s health is founded on these scientific principles, knowing that this is 
the best way to expand our knowledge and improve the health of women and men both here in 
the US and abroad. 

My commitment to women’s health, particularly to drug safety, is also founded in personal 
experience. I lost my much loved sister to cancer at age 34, caused directly by a drug given to 
our mother while she was pregnant, the drug diethylstilbestrol - known as DES. I can assure you 
my commitment to drug safety for women is deeply felt and always at the forefront of my mind. 

I appreciate your invitation to testify before this subcommittee on the issue of mifepristone and 
whether or not FDA has held this drug to the best standard of review on safety and efficacy. 

I was working in the DHHS Office on Women’s Health at the time of the mifepristone review, 
and therefore have no direct knowledge of the evaluation and review that was happening at the 
FDA. That is exactly as it should be. The FDA was working independently, reaching its 
conclusions and decisions based on its usual processes and evaluation of the data. In fact, there 
was curiosity among many of us at the Department level about the subject, but we were given 
clear instruction by senior management at the Department that we were not to inquire, even 
informally, of our women’s health colleagues at FDA about the status of the mifepristone 
application. This was to ensure that there was not even a perception of Departmental influence 
on this highly visible application. Upon my arrival at FDA in the fall of 2000, this independence 
of decision-making was confirmed to me by the professional staff that was directly involved in 
the review. The evidence presented to FDA and the subsequent experience with the marketed 
product in the US tells us that this is a safe and effective method for early termination of 
pregnancy. 

The recent deaths due to Clostridium sordellii in women who had had a medical abortion are 
truly tragic. I offer my sincere condolences to Mr. Patterson, his family, and the families of all 
of the women. These rare deaths due to this bacterial infection have put us on notice that health 
professionals and women need to be aware of this potential risk. 

More importantly, the close surveillance of adverse events associated with the use of 
mifepristone have alerted us that this bacterial infection is present and has caused the deaths of 
other women who have given birth or had a miscarriage - more in fact than the number of 
women who underwent a medical abortion. This pattern of infections and death after pregnancy 
is indeed disturbing, and tells us once again that we need to do more to ensure safe pregnancy 
and safe motherhood. This is not limited to women who have been exposed to mifepristone, and 
to focus solely on women who have had a medical abortion is to miss the real threat to the health 
of women. Our surveillance systems for maternal mortality and morbidity have been limited 
over the years due to limited funding and lower priority. These systems need to be improved and 
expanded to capture not only the impacts of Clostridium, but also so that we can understand and 
prevent the other risks that women face with pregnancy. With mifepristone we can be confident 
that we have identified all or most of the adverse events and deaths. We cannot say the same for 
infections and deaths caused by C. sordellii in women who have given birth or had a miscarriage. 
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1 applaud the CDC, the FDA and the NIH for holding the scientific meeting May 1 1 , 2006 on 
Clostridium infections, to begin the process of examining the data that we currently have on the 
nature of these infections, potential strategies for prevention, early detection and effective 
treatment, and the research agenda that needs to be undertaken to answer the critical questions 
that exist. Although I did not attend, I understand that the meeting participants presented current 
information and discussed the future needs to address this emerging infection. 

Questions have been raised about whether mifepristone is involved through suppression of the 
immune system. This is a question to be studied, but at this point does not seem to be a 
compelling mechanism. If the immune system were suppressed, we would also expect to see a 
rise in other more common infections. Also, although progesterone suppresses the immime 
system normally in pregnancy, mifepristone is an anti-progestin and might be expected to 
counter this normal suppression of the immune system. We would also expect to have seen this 
infection in places using the higher doses of mifepristone, hut, in fact, use in the US is of a much 
lower dose (usually one-third) than that commonly used in Europe. Similarly we would expect 
to see this infection in cancer patients who have used mifepristone over longer periods of time. 
This pattern thus far has not emerged. 

Experts at CDC, FDA and NIH reviewed the current information and appeared to recognize that 
the infections and deaths due to C. sordellii are not due to a simple drug effect. Rather this is a 
complex situation that involves multiple factors that are linked to pregnancy. Getting to the 
bottom of what puts women at risk for this infection, and what can be done to prevent and treat 
it, is of the highest importance. 

The experts at the meeting last week identified several clear areas of research that are needed, 
including improved surveillance of infection in women who have given birth or had a 
miscarriage, improved diagnosis, the role of antibiotics, the possible development of an antitoxin 
or other therapies, and further research on the nature of the Clostridium bacteria. We need to 
know what makes this strain toxic: is it interactions with the environment; why are these deaths 
thus far localized in the west; and what in pregnancy or in the woman’s body leads to production 
of the toxin? I strongly urge the Subcommittee to support this research and surveillance agenda 
to address this threat to women’s health. By doing so, we can improve the health outcome of all 
pregnant women and also help ensure improved maternal outcomes. Please do not allow politics 
to trump science once again when the health of women is at stake. 
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Mr. SOUDER. Dr. Rarick. 

STATEMENT OF LISA D. RARICK, M.D., RAR CONSULTING, LLC 

Dr. Rarick. Good afternoon, and thank you, Mr. Chairman and 
members of the subcommittee, for the opportunity to provide testi- 
mony in this important discussion of the use of Mifepristone for 
medical abortion. 

My name is Lisa Rarick. I am a medical doctor with training and 
board certification in obstetrics and gynecology. I received my med- 
ical degree from Loma Linda University School of Medicine and my 
OB/GYN training at Georgetown University. After my residency, I 
remained on the faculty of the Department of OB/GYN at George- 
town and soon also began to work at the U.S. Food and Drug Ad- 
ministration. 

Although my work at the FDA began as a part-time position in 
the Center for Drug Evaluation and Research looking into fetal ef- 
fects of drug exposure, I quickly grew interested in CDER’s broader 
mission of protecting and promoting public health through pharma- 
ceutical reflation. 

I transitioned to full-time employment at the FDA by September 
1989. My work at ODER progressed from the review and analysis 
of fetal exposure information to work as a primary medical re- 
viewer, also called medical officer, for new drugs in the Division of 
Metabolic and Endocrine Drug Products. As a medical officer, I had 
responsibility for the review of investigational and approved drugs 
used in various conditions for women’s health. 

In 1996, a new division, the Division of Reproductive and Uro- 
logic Drug Products, was created. I was named as its first Director. 
During that time, I was well acquainted with the application for 
Mifepristone and participated in the review as well as the Advisory 
Committee meeting discussions regarding this product. I was ac- 
tively involved in the regulatory actions taken for this product dur- 
ing my tenure as Division Director. 

By the year 2000, I continued to move up CDER’s organizational 
ladder in various positions and I spent my final year at the FDA, 
July 2002 to July 2003, in FDA’s Office of Women’s Health. 

My conclusions after review of the available scientific informa- 
tion regarding Mifepristone while at the agency, as well as my sub- 
sequent review, are consistent with the FDA’s conclusions. The ap- 
proval of Mifepristone in September 2000, more than 4 years after 
its application was submitted, was based on more than the nec- 
essary number of studies submitted and reviewed by the division 
of which I was Director. As many are aware, an application submit- 
ted to the FDA to support a new drug approval must contain ade- 
quate and well-controlled studies to confirm efficacy and safety. 
Generally, the word “studies” is interpreted as requiring two ade- 
quate studies. Although there are some instances where one study 
is acceptable, most applications contain the usual two confirmatory 
clinical trials. In the case of Mifepristone, three studies were sub- 
mitted in order to establish efficacy and safety for early intra- 
uterine pregnancy termination. 

The clinical review of this product included an analysis of all 
human studies utilizing Mifepristone, including these three large 
Phase 3 studies involving close to 2,500 women. The Reproductive 



129 


Health Drugs Advisory Committee was convened in 1996 and 
asked to discuss and provide recommendations during the review 
of this application. The committee reviewed these Phase 3 studies. 
They also heard from over 30 speakers during the open public 
hearing portion of that meeting. They recommended by a vote of 
six-to-nothing, with two abstentions, that benefits exceeded risk. 

The approval action taken by the agency in September 2000 uti- 
lized the regulatory option of Subpart H restrictions for this prod- 
uct. Contrary to the assertion that Subpart H designation was 
based on a desire for accelerated approval of Mifepristone, this is 
clearly not the case. In this case, the application of Subpart H reg- 
ulations actually provided FDA with more rigorous oversight and 
allowed for the formal imposition of restricted distribution. In es- 
sence, a Subpart H approval is meant to restrict the use of 
Mifepristone, not accelerate its availability. 

Clearly, since approval, the FDA has remained extremely vigi- 
lant in its regulatory oversight of Mifepristone. The labeling has 
been revised three times since its year 2000 approval. Each of 
these labeling change actions followed a complete FDA review of 
the clinical studies and post-marketing information available for 
Mifepristone and resulted in updated presentations of scientific in- 
formation for consideration by prescribers and patients. Labeling 
revisions such as these are an important and expected part of drug 
regulation and indicate active and appropriate review of post-ap- 
proval information. 

As with any medication, when reports of serious adverse events 
associated with Mifepristone use are received by FDA, they are 
carefully analyzed and rigorous investigation is employed to ascer- 
tain the relationship, if any, between the drug and the event as 
well as to ascertain mechanisms to prevent similar events in the 
future. 

I applaud the FDA’s efforts to better understand the recent find- 
ings of serious bacterial infection reported in a small number of 
women after Mifepristone use and in other pregnancy-related con- 
ditions. In particular, as you have heard, the FDA, CDC, and NIH 
held a joint meeting on May 11th of this year. This meeting was 
an effort in which experts came together to better understand re- 
ports of morbidity and mortality associated with Clostridial infec- 
tions. My understanding from those who attended the meeting is 
that the rare cases of Clostridial infection and death reported in 
Mifepristone users are, at this time, not explained by a simple 
drug-based association. In fact, the presentations and the discus- 
sion made it clear that these infections are occurring in various 
pregnancy-related conditions, not only post-abortion settings. 

I say this not to dismiss the fact that some infections are occur- 
ring in women who have chosen medical abortion but to emphasize 
that the agencies must and are looking at the infection trends more 
broadly. Further investigation and understanding of these infec- 
tions and various pregnancy-related outcomes is essential. 

In conclusion, I urge this subcommittee to allow the FDA to con- 
tinue to do its job. There is no evidence that FDA is shying away 
from the difficult questions of risk and benefit for this indication. 
Risks are being investigated. Adverse event reporting for medical 
abortion is uncovering and forcing investigation of previously unex- 
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plored risks related to pregnancy and post-pregnancy events. Let 
us all continue to support the FDA and others as they fulfill their 
mission to protect and promote the public health. 

The public can only have confidence in the FDA’s conclusion if 
it knows that it is impervious to political pressure. I urge us to re- 
sist the temptation to interfere in this instance and instead for 
Congress to allow the dedicated public health professionals at the 
FDA to do their jobs, continue their investigations, and take any 
actions that might be needed to protect and promote women’s 
health. Thank you. 

Mr. SOUDER. Thank you. 

[The prepared statement of Dr. Rarick follows:] 
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Good afternoon and thank you, Mr. Chairman and members of the subcommittee, for the 
opportunity to provide testimony in this important discussion of the use of mifepristone for 
medical abortion. 

My name is Lisa Rarick. I am a medical doctor with training and board certification in 
Obstetrics and Gynecology. I received ray medical degree from Loraa Linda University School 
of Medicine in 1984 and my Ob/Gyn training at Georgetown University 1984-88. After my 
residency, I remained on the faculty of the Department of Ob/Gyn at Georgetown and soon also 
began to work at the US Food and Drug Administration (FDA). 

Although my work at the FDA began as a part time position in the Center for Drug Evaluation 
and Research (CDER) looking into fetal effects of drug exposure (Accutane and seizure 
medications were the main focus of this work in the late 1980’s), I quickly grew interested in 
CDER’s broader mission of protecting and promoting public health through pharmaceutical 
regulation. 

I transitioned to part-time clinical practice and full time employment at the FDA by September 
of 1989. By 1993 I was no longer involved in individual patient care. I maintain my medical 
license with both the State of Maryland and the District of Columbia and my Ob/Gyn board 
certification through the American Board of Obstetrics and Gynecology. 

My work at CDER progressed from the review and analysis of fetal exposure information to 
work as a primary medical reviewer (also called Medical Officer) for new drugs in the Division 
of Metabolic and Endocrine Drug Products. As a Medical Officer 1 had responsibility for the 
review of investigational and approved drugs used in various conditions for women’s health. 

In 1996 a new Division (the Division of Reproductive and Urologic Drug Products) was created. 
I was named as its first Division Director and remained in that position for the next 3.5 years 
(June 1996-Dec 1999). During that time 1 was well acquainted with the application for 
mifepristone and participated in the review as well as the Advisory Committee meeting 
discussions regarding this product. I was actively involved in the regulatory actions taken for 
this product during my tenure as Division Director. In December, 1999 I moved up CDER’s 
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organizational ladder from Division to Office level and became the Deputy Office Director for 
the Office of Drug Evaluation 2, This Office did not have responsibility for the mifepristone 
application. After a year at the Office level I took a position with the Center Director’s Office 
(under the direction of Dr. Janet Woodcock) as the Associate Director for Quality Assurance. 
Among other things, this office was charged with implementing “good review practices” across 
the entirety of the Center for Drug Evaluation and Research. 

I spent my final year at the FDA (July 2002-July 2003) in the Office of Women’s Health in the 
Office of the Commissioner under the directorship of Dr, Susan Wood, Since leaving 
government service in the summer of 2003 I have provided consulting services to pharmaceutical 
companies, venture capital, advocacy groups and individuals regarding regulatory affairs and 
reproductive health. 

My conclusions after review of the available scientific information regarding mifepristone while 
at the Agency as well as my subsequent review are consistent with the FDA’s conclusions. The 
approval of mifepristone in September, 2000 was based on more than the necessary number of 
studies submitted and reviewed by the division of which I was director. As many are aware, an 
application submitted to the FDA to support a new drug approval must contain adequate and 
well-controlled studies to confirm efficacy and safety. Generally the word “studies” is 
interpreted as requiring two adequate studies. Although there are some instances where one 
study is acceptable,’ most applications contain the usual two confirmatory clinical trials. In the 
case of mifepristone, three studies were submitted in order to establish efficacy and safety for 
early intrauterine pregnancy termination. 

The clinical review included analyses of all human studies utilizing mifepristone including these 
three Phase 3 studies involving close to 2500 women. The Reproductive Health Drugs Advisory 
Committee was convened and asked to discuss and provide recommendations during the review 
of this application. The Committee reviewed the two Phase 3 studies conducted in France as well 
as preliminary US clinical study information in 1996. They also heard from over 30 speakers 
during the Open Public Hearing portion of that meeting. They recommended by a vote of 6-0 
(with 2 abstentions) that benefits exceeded risk. 

The approval action taken by the Agency in September, 2000 utilized the regulatory option of 
"subpart H” restrictions for this product. Contrary to the assertion that the subpart H designation 
was based on a desire for “accelerated” approval of mifepristone, this is clearly not the case. The 
application for marketing of mifepristone was submitted in March, 1996 and approved in 
September of 2000. Certainly FDA, pharmaceutical companies and other interested parties can 
agree that a review and approval process of 4 plus years does not meet any regulatory definition 
of “fast” or “accelerated”. In this case, the application of subpart H regulations actually provided 
FDA with more rigorous oversight and allowed for the formal imposition of restricted 
distribution. As per the regulation (21 CFR 314.500-314.560), one application of the subpart H 
regulations allows for approval in situations “when FDA determines that a drug, effective for the 
treatment of a disease, can be used safely only if distribution or use is modified or restricted”. 
Subpart H approval also allows for more oversight of promotional materials and a streamlined 


' Guidance for Industry “Providing Clinical Evidence of Effectiveness for Human Drug and Biological Products” 
May 1998 
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mechanism for withdrawal procedures. In essence, the subpart H approval was meant to restrict 
the use of mifepristone, not “accelerate” its availability. 

Clearly, since approval, the FDA has remained extremely vigilant in its regulatory oversight of 
mifepristone. The labeling has been revised three times since its year 2000 approval. Each of 
these labeling change actions followed a complete FDA review of the clinical studies and 
postmarketing information available for mifepristone and resulted in updated presentations of 
scientific information for consideration by prescribers and patients. Labeling revisions such as 
these are an important and expected part of drug regulation and indicate active and appropriate 
review of post-approval infonnation. 

As with any medication, when reports of serious adverse events associated with mifepristone use 
are received by FDA, they are carefully analyzed and rigorous investigation is employed to 
ascertain the relationship, if any, between the drug and the event, as well as to ascertain 
mechanisms to prevent similar events in the futiue. I applaud the efforts of the FDA to better 
understand the recent findings of serious bacterial infection reported in a small number of 
women after mifepristone use and in other pregnancy-related conditions. 

In particular, as you know, the FDA, Centers for Disease Control and Prevention (CDC) and the 
National histitutes of Health-National Institute of Allergy and Infectious Disease (NIH-NIAID) 
held a joint meeting on May 1 1 of this year. This meeting was an effort in which experts came 
together to better understand reports of morbidity and mortality associated with clostridial 
infections. My understanding from those who attended the meeting is that the rare cases of 
clostridial infection and death reported in mifepristone users are, at this time, not explained by a 
simple drug-based association. In fact, the presentations and discussion made it clear that these 
infections are occurring in various pregnancy-related conditions, not only post-abortion settings. 

I say this not to dismiss the fact that some infections are occurring in women who have chosen 
medical abortion, but to emphasize that the agencies must — and are — looking at the infection 
trends more broadly. Further investigation and understanding of these infections in various 
pregnancy-related outcomes is essential. Although we in the scientific community must be open 
to all possibilities — and I believe we are — to date no evidence has emerged to support the 
hypothesis that mifepristone interferes with the immune response and thus allows for widespread 
multi-organ infection in women. Immune suppression-associated infection in this setting would 
not appear as reports of the appearance of one organism, but would present as infections with 
any or all of the various bacteria present in the female reproductive tract. In addition, this 
infection has not been reported in patients with known immune suppression such as those with 
HIV, cancer, or those who are on immunosuppressive drug regimens. Again, we should not 
close off consideration of any serious hypothesis, but to date the hypothesis that mifepristone 
itself is a cause of these infections is not supported by the data. 

As I mentioned earlier, the FDA is actively investigating reports of death and serious adverse 
reactions with mifepristone. CDER is charged with a mission to protect and promote the public 
health through regulation of pharmaceuticals. The medical review team for mifepristone (both 
pre- and post-approval) was and is clearly aware of the science and results assessing both risks 
and effectiveness of the use of mifepristone for the medical termination of early intrauterine 
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pregnancy. In other words, the system is working; investigation is underway, I urge Congress to 
allow the agencies to continue their work. 

I would also like to say a word about medications and risk, generally. As for any medical 
procedure or treatment, the review and analysis of medical abortion must be seen in the context 
of approved alternatives. For many diagnoses multiple options exist for treatment — each with 
differing risk profiles. For example, in the arena of women’s health — endometriosis and 
fibroids, while once conditions treated primarily through surgical means, now have approved 
pharmaceutical treatment options. Men were once faced with only device and surgical options 
for management of erectile dysfunction. I believe we are all aware that medical options now 
exist. Prostate, cervical cancer and breast cancer patients are faced with decisions of benefits 
and risks regarding options of surgery, medication, radiation and sometimes combination 
treatments or other modalities. All of these various methods for treatment offer different 
risk/benefit considerations, One modality is not considered “best” for any specific condition, but 
all modalities must be considered and applied to the individual case decision. 

Women and couples are faced with complex decisions when it comes to pregnancy 
termination — not only terminations in the context of unintended pregnancies, but also in the case 
of non- viable pregnancies and in the management of spontaneous abortion (“miscarriage”). 
Clearly mifepristone offers a safe alternative to surgical abortion. Every option available to 
pregnant women presents different risks and benefits. Medical abortion is one option for those 
who choose or require early pregnancy termination. FDA clearly believes, as I do, that women 
and their providers must be well-informed regarding risks of medical abortion. This belief is 
based on the principle of informed consent, which states that before any medical care is 
delivered, the patient must be informed about the risks, benefits, and alternatives, and 
understanding those facts, must give consent. I believe informed consent for mifepristone is 
being adequately provided through the process the FDA imposed on the medication with its 
approval. Specifically, the approval of mifepristone included mandated FDA-approved 
prescribing information, FDA-approved Medguide,^ and a patient agreement form. In my 
experience, these restrictions on a medication are unusual and, in my view, are one indication of 
many that the FDA is taking its oversight responsibilities seriously. 

In conclusion, I urge this subcommittee to allow the FDA to continue to do its job. There is no 
evidence that FDA is shying away from the difficult questions of risk and benefit for this 
indication. Risks are being investigated. Adverse event reporting for medical abortion is 
uncovering and forcing investigation of previously unexplored risks related to pregnancy and 
post-pregnancy events. Let us all continue to support FDA and others as they fulfill their 
mission to protect and promote the public health. The public can only have confidence in the 
FDA’s conclusions if it knows it is impervious to political pressure. I urge us to resist the 
temptation to interfere in this instance, and instead for Congress to allow the dedicated public 
health professionals at the FDA to do their jobs, continue their investigation, and take any 
actions that might be needed to protect and promote women’s health. 


^ 21 CFR 20S “Medication Guides for Prescription Drug Products” 
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Mr. SOUDER. Dr. Harrison. 

STATEMENT OF DONNA J. HARRISON, M.D., MEMBER, 

MIFEPREX SUBCOMMITTEE OF AMERICAN ASSOCIATION OF 

PROLIFE OBSTETRICIANS AND GYNECOLOGISTS 

Dr. Harrison. Chairman Sender, Mr. Waxman, Ranking Mem- 
ber Cummings, and distinguished members of the committee, I 
present my testimony based on my observations and research as a 
board-certified obstetrician-gynecologist who has personally exam- 
ined 850 of the 950 adverse event cases reported to the FDA after 
RU-486 abortions and also based on data from the CDC presented 
at the CDC workshop in Atlanta last week, which I attended. 

The FDA outlined areas of consideration prior to withdrawing 
approval of RU-486 and these are as follows: Examining the evi- 
dence that RU-486 caused the adverse events; how soon these 
events occurred after RU-486; how severe these events are; can 
these adverse events be predicted or avoided; and how safe is the 
alternative treatment, surgical abortion? 

I will speak first about the five Clostridium Sordellii deaths. At 
the CDC-FDA workshop in Atlanta last week, Drs. Sternberg, 
Miech, and McGregor detailed the evidence that RU-486 interferes 
with the body’s ability to fight infection by blocking glucocorticoid 
receptors in the immune system. One of the many studies dem- 
onstrated that mice injected with a certain bacterial product die at 
a rate of 13 percent, but when these mice are given even tiny doses 
of RU-486, 100 percent of the mice die. The five women who died 
from infection with C. Sordellii during their RU-486 abortions 
tragically illustrate the same concept, as illustrated by data from 
the CDC presented by Drs. Fischer and McGregor. 

The statement has been made by some spokespeople from the 
FDA that the C. Sordellii deaths may be due to a change in the 
bacteria itself This question was specifically addressed and specifi- 
cally refuted by CDC data presented by Dr. McDonald. Some FDA 
spokespeople have implied that there are comparable numbers of 
deaths from C. Sordellii in term pregnancy. This is epidemiological 
nonsense. Dr. Fischer reported CDC data which revealed 5 deaths 
from C. Sordellii in 550,000 RU-486 abortions. Dr. Fischer re- 
ported 8 deaths from C. Sordellii in 30 years out of well over 70 
million deliveries. The risk of death from C. Sordellii with RU-486 
is well over 50 times greater. 

Dr. Fischer reported no deaths from C. Sordellii in 30 years of 
surgical abortion data. Dr. Greene reported 25 deaths from other 
causes of infections in 13,161,608 surgical abortions. The risk of 
death from Clostridium Sordellii with RU-486 is 10 times greater 
than the risk of death from all other kinds of infections in surgical 
abortion. Dr. Greene from Harvard recently published this data. 
Remember also that the women who died during their RU-486 
abortions were all healthy. They had no risk factors predisposing 
them to death, especially from a bacteria that rarely causes death 
in humans with a normal immune system. The CDC-FDA panelists 
were unable to identify any risk factors to predict who is more like- 
ly to die from C. Sordellii infection, nor could they identify any 
treatment that would save a woman once she was diagnosed with 
C. Sordellii infection. C. Sordellii infection during an RU-486 abor- 
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tion is 100 percent fatal, despite any and all treatment. These 
deaths are completely preventable. 

But septic deaths are not the only health hazard posed by RU- 
486 abortions. At least 116 women have been transfused from mas- 
sive bleeding, and at least 54 of them lost over one-half of their 
blood volume. The medical literature states that 1 to 2 out of every 
1,000 women will need to be transfused for massive hemorrhage. 
Studies that compared surgical and RU-486 abortions show much 
higher rates of blood loss in RU-486 abortions. These are detailed 
in my written testimony. And there is no way to predict who will 
hemorrhage. 

The hazards to women’s health from just the infections and hem- 
orrhages alone due to RU-486 clearly constitute ample cause for 
the FDA to withdraw approval from RU-486. Thank you. 

Mr. SOUDER. Thank you. 

[The prepared statement of Dr. Harrison follows:] 
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Chairman Souder, Ranking Member Cummings, distinguished members of the Committee, thank 
you for inviting me here today to discuss the safety of RU-486 (“mifepristone”) abortions. The 
conclusions 1 will present rest on my observations as a board certified obstetrician-gynecologist 
who has examined 850 RU-486 adverse even reports (“AERs”) filed with the Food and Drug 
Administration (“FDA”).' 

In a letter submitted by the Food and Drug Administration (“FDA”) to Chairman Souder,^ FDA 
de.scribed the criteria it would use in determining whether a drug should be removed from the 
U.S. market. They were as follows; 

The decision to withdraw a drug from marketing, or to withdraw the approval of a 
drug, is a complex decision that is based on a number of important considerations, 
of which potential causality is only one. Other important considerations include 
the severity and nature of the adverse event in question, the incidence of the event 
in relation to drug use, the ability to modify or predict the potential for the adverse 
event, and the availability of alternative treatments and their relative safety. 

I wish to address each of these as they relate to both the septic deaths and hemorrhages outlined 
in the Adverse Event Reports. 1 will consider first the septic deaths in light of the Centers for 
Disease Control and Prevention (“CDC”)-FDA Workshop on “Emerging Clostridial Disease” 
that was held last week in Atlanta. 

1. Research presentations supported a causal association between mifepristone immune 
suppression and death from Clostridial sepsis. 

The presentations of Dr. Esther Sternberg, Dr. Ralph Miech, and Dr. James McGregor indicate 
that it is plausible that mifepristone (“RU486”) impairs the innate immune system. This 
impairment in turn leads to the host’s inability to fight off infection from Clostridial bacteria 
which would otherwise not cause severe illness in humans. Sternberg and others addressed the 
ability of mifepristone to block innate immune response, and detailed the molecular mechanism 
by which this blockade takes place. Sternberg reported on her work with blockade of 
glucocorticoid receptors in sepsis. Mifepristone was able to effectively block immune response 
in animal models of sepsis, increasing the mortality rate from 13% to 100% in animals that had 
received mifepristone.^ 

The human experience with immune suppression of mifepristone has been illustrated by the 
death of 5 U.S. and Canadian women within the 5 years after approval of mifepristone. These 


’ See Margaret M. Gary, M.D., and Donna J. Harrison, M.D., “Analysis of Severe Adverse Events Related to the 
Use of Mifepristone as an Abortifacient,” .dnnn/j.’ of Pharmacotherapy online Dec. 27, 2005) 

(www.theannals.com) (“Gary-Harrison article”). 

^ Letter, David Boyer, Assistant Commissioner for Legislation, FDA, to Chairman Mark Souder, Subcommittee on 
Criminal Justice, Drug Policy and Human Resources, House Committee on Government Reform (May 2, 
2006)(“Boyer Letter”). 


^ Sternberg, E. Proceedings of the National Academy Sciences 1989, 86: 2374-2378. 
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deaths were all caused by Clostridial organisms which are common in soil, but do not usually 
infect human beings. However, when the normal hiunan response to Clostridia sordellii is 
impaired, this bacteria causes rapidly fatal infections. Mifepristone blocks human immune 
response through its effect on glucocorticoid receptors. This should not be completely surprising 
because mifepristone was originally developed as a medication to block glucocorticoid receptors. 
Its use as an abortifacient was conceived later. Presentations by Sternberg, Miech, and 
McGregor linked the molecular mechanism of action of Clostridial toxins on a vital cell 
signaling protein and illustrated the effects of mifepristone blockade on the innate immune 
system’s ability to fight off Clostridial infections. 

By describing the mechanism of action of mifepristone at the molecular level, a potential causal 
association between mifepristone use and Clostridium sordellii infection and death was clearly 
shown. Thus, ample evidence was presented in Atlanta to conclude that it is likely - not merely 
plausible - that mifepristone inhibits the body’s immune system leading to infections by bacteria 
like C. sordellii which normally do not cause infections in humans. 

2. Death is the most severe type of Adverse Event. 

Five otherwise healthy American women and 1 Canadian woman, with no risk factors for rare 
infection, died with overwhelming Clostridial sepsis occurring within seven days of ingestion of 
mifepristone. 

3. Mifepristone use occurred only 1 week before the deaths of the five U.S. women. 

These five U.S. and Canadian women had no known risk factors for Clostridial sepsis. Recent 
mifepristone use was the common denominator in their deaths. The sudden nature of the death 
from Clostridial sepsis and the rarity of this type of death in women who have not been exposed 
to mifepristone indicates strongly that mifepristone is a causal agent in these deaths. 

4. Death from Clostridial sepsis after mifepristone use is unpredictable; there are no clear 
predisposing factors which would allow us to identify future victims. Consequently, we are 
unable to modify or predict a person’s potential for these infections. 

The Atlanta FDA-CDC meeting made clear that the C. sordellii sepsis deaths occurred suddenly 
without warning. The patients had no known predisposing risk factors. The sudden and 
unpredictable nature of these events makes it unlikely that such deaths can be prevented. This 
lack of predictability makes it imperative for the FDA to withdraw marketing approval of 
mifepristone from the U.S. market until studies can be conducted that identify predisposing risk 
factors. 

5. Mifepristone has been shown to have 10 times more risk of death from infection than its 
alternative, surgical abortion. 

An evaluation of relative risk of death from C. sordellii sepsis after mifepristone abortion 
involves a comparison with the alternative treatment of surgical abortion at less than 8 weeks 
gestation. (Comparison is also made with childbirth and spontaneous abortion). 
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Risk of Death from Sepsis after Mifepristone Abortion 

As discussed in the article by Fischer of the CDC."* The risk of death from infection after 
mifepristone abortion is estimated as at least 4/460,000. (With the recent death also from 
Clostridial sepsis, we now have at least 5/550,000). Thus the risk of death from Clostridial 
infection during a mifepristone abortion is approximately 1/100,000, which is at least ten times 
the risk of death from all types of infection after surgical abortion. 

This estimate of risk is a minimum possible estimate, biased toward lower risk by the method of 
calculating the denominator. 

Denominator calculation: “Since its approval, there have been an estimated 460,000 uses of 
mifepristone plus misoprostol in the United States. It is not clear how many women this estimate 
represents.”^ The denominator is “calculated” from the sales records of the manufacturer, not 
from actual patient tracking. “There is some uncertainty about this number because, although the 
manufacturer knows how many tablets it has shipped, it is not absolutely certain how many 
procedures have been performed with those tablets.”* Thus, “460,000” is the highest possible 
number of abortions that could have been performed with mifepristone up to the date of the 
Fischer article. This number of “460,000” by the date of the Fischer article assumed that each of 
the packets of mifepristone (which contain three 200mg tablets) sold by the manufacturer, minus 
an estimate of 10% stocking, represented 3 abortions. This calculation of 460,000 requires that 
all abortions were performed using the off-label regimen of 200mg of mifepristone. 

Risk of death from C. sordellii infections after surgical abortion at less than 8 weeks 
gestation: It is noteworthy that Fischer reported no deaths from C. sordellii after surgical 
abortion in his retrospective review of C. sordellii infections from 1977 to 2001, which he 
presented at the recent FDA/CDC meeting. In 1 0 years of surgical abortion data, from 1 988- 
1997 there were no deaths from C. sordellii reported after 13,161,608 surgical abortions.’ Thus 
in examining deaths from any kind of infection (not C. sordellii), Fischer reported only 25 deaths 
from any kind of infection reported in 13,161,608 surgical abortions at any point in gestation 
during the 10 years from 1988-1997. 

However, as Greene noted, the appropriate comparison is with surgical abortion at less than 8 
weeks gestation. Greene reported a rate of death from infection by all causes (not C. sordellii) of 
0.1 per 100,000 surgical abortions performed at 8 wks gestation or less.* This is at least a 10 fold 
increased risk of death from Clostridial infection after mifepristone compared to surgical 
abortion. 

■' Fischer, M., MD, et al. “Fatal Toxic Shock Syndrome Associated with Clostridium sordellii after Medical 
Abortion” NEJM 2005; 353.- 2352-60 (“Fischer et al,”) p. 2358. 

’ Fischer et a! p.2358. 

* Greene, MF, MD, “ Fatal Infections Associated with Mifepristone-Induced Abortion” NEJM353; 22 Dec 1, 2005. 

' Fischer ei a/ p 2358. 

® Greene, MF, MD, “ Fatal Infections Associated with Mifepristone-Induced Abortion” NEJM353; 22 Dec I, 2005 
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Risk of death from C. sordelUi Infections in childbirth; Dr. Fischer presented a retrospective 
review of C. sordelUi infections in pregnancy from 1977 to 2001 He found 8 cases after 
childbirth. From Fischer’s paper the number of births from 1991 to 1999 were 35,701,875.“ 
Even if we assume that all 8 cases of C. sordelUi after childbirth occurred from 1991 to 1 999, 
that gives a rate of 8/35,701,875 or 0.0224 deaths from C. sordelUi after childbirth. Comparing 
death from C. sordelUi after mifepristone abortion to death from C. sordelUi after childbirth 
gives fifty-fold (1/0.02) increased risk of death from C. sordelUi during a mifepristone abortion 
process compared with the risk of death from C. sordelUi after delivery. 

Risk of death from C sordelUi infections in spontaneous abortion; Fischer reported 37 
infection related deaths after 9,279, 1 00 spontaneous abortions at less than 20 weeks gestation 
from 1981-1991." This gives a rate of infections from all causes (not C. sordelUi) of 
37/9279100 or 0.4 per 100,000. Note, however, that the appropriate comparison is for C. 
sordelUi related deaths in spontaneous abortions at less that 8 weeks gestation. It is of note that 
Fischer reported no such deaths from C. sordelUi in spontaneous abortions at the FDA/CDC 
meeting. 

Analysis 


In sum, a comparison of the relative safety of alternative treatments reveals that mifepristone 
carries the higher risk of infection. This is especially true when considering infection with 
Clostridia than does surgical abortion or childbearing. Consideration of the C. sordelUi sepsis 
fatalities alone provides ample reason for withdrawing the FDA approval of mifepristone on the 
basis of the significant risk to American women. 


Other Mifepristone Serious Adverse Events 

Non-fatal Infections: Mifepristone’s risk to the health of American women does not end with 
infection related deaths. Life threatening infections involving extended ICU hospitalizations 
were documented in 4 additional women. An additional 43 patients experienced severe pelvic 
infections, of which the usual sequelae of serious pelvic infection (increased risk of ectopic 
pregnancy, increased risk of tubal occlusion with subsequent sterility, and increased risk of 
chronic pelvic pain from adhesive disease) can be expected. 

Hemorrhage; Perhaps the most sobering of the AERs are those documenting massive 
hemorrhage.'^ FDA reports that 1 16 women have required transfusions for massive bleeding. 
These cases of massive hemorrhage account for 1 2% of the AERs filed with the FDA. 

’ Fischer, M, MD, MPH. Presentation at “Emerging Clostridial Disease Workshop,” (CDC Conference Center: 
Atlanta, Georgia, May ! 1 , 2006). Transcript to be available within 30 days of workshop date at 
http;//www.fda.gov/cder/meeting/clostridia_disease.htni 

Fischer ei/ a/ p. 2358. 

Fischer et alp. 2358. 

Boyer Letter at 8. 
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In our review of the AERs filed with FDA from September 2000 - September 2004*^ combined 
with our yet unpublished data from September 2004 - July 2005, we found 1 5 cases of massive 
hemorrhage, where women lost more than half of their entire blood volume (requiring 4 or more 
units of PRBC’s to stabilize). These women would have died without rapid access to 
emergency room services.’'* 

Also in the Gary-Harrison review to July 2005, 18 of the 91 cases of transfusions documented 
(20%) did not even record the amount of blood transfused. Therefore, one-fifth of these AERs, 
some involving clinical descriptions that would have indicated the need for large amounts of 
blood, did not include the amount of blood transfused. This prevented them from being tallied as 
“life-threatening” in our analysis of mifepristone hemorrhage cases. 

Using the criteria FDA presented to Chairman Souder in its letter dated May 2, 2006, 1 will now 
analyze the mifepristone bleeding cases. Bear in mind that in the United States physicians are 
not required to report adverse events to either the FDA or the drug manufacturer. Consequently, 
the FDA estimates that it receives adverse event reports for only 1-10% of drug complications. 

Mifepristone abortions can cause massive hemorrhage: FDA’s mifepristone AER reports 
document at least 1 16 women who have required transfusions due to massive blood loss while 
undergoing mifepristone abortions. There is no doubt that the blood loss took place while each 
patient after mifepristone use. At least 15 women (as of July 2005) lost over half of there blood 
volume. Hemorrhage sufficient to require transfusion is a severe adverse event reported in 12% 
of the AER’s filed with FDA. Life-threatening hemorrhage was documented m at least 1 .6% of 
the AER’s filed with FDA. In my experience as an ob-gyn, the volume of blood loss seen in the 
life-threatening cases is comparable to that observed in major surgical trauma cases like motor- 
vehicle accidents. This volume of blood loss is rarely seen in early surgical abortion without 
perforation of the uterus, and it is rarely seen in spontaneous abortions. 

The massive hemorrhage seen during mifepristone abortions is sporadic and 
unpredictable: No risk factors for massive hemorrhage have been identified, and this 
unpredictability in life-threatening hemorrhage increases the risk to women, especially women 
who may not have immediate access to medical services capable of transfusion. 

The risk of bleeding from mifepristone abortions is much greater that the risk of 
hemorrhage from surgical abortion: Paul estimates 130 transfusions per 100,000 uses at 63 
days gestation or fewer for mifepristone abortions - about 1.3 per thousand. ” To date, FDA 
reports 1 16 patients requiring transfusions out of an estimated 550,000 uses, which gives a 
transfusion rate of at least 2 1 women per 1 00,000 uses - but, as noted above, AER 


Gary Harrison article. 

The use of mifepristone in rural areas of the underdeveloped world in which there is no access to medical facilities 
capable of providing transfusions using a safe blood supply must be strongly discouraged. 

Maureen Paul et al . , eds., A Clinician ’s Guide to Medical and Surgical Abortion (Philadelphia: Churchill 
Livingstone / Harcourt Brace, 1999) (“A Clinician s Guidd’): at 202. 
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underreporting is highly likely. The FDA reports at least confirm the general level of 
hemorrhage seen by Paul. 

Unfortunately, reliable data on transfusion rates for surgical abortion in the United States are not 
available. This underlines the need, as expressed by the CDC, for accurate morbidity data on 
surgical abortion. That being said, Jensen compared outcomes of surgical and mifepristone 
abortion patients in some subjects of the single American clinical trial.** In the women who 
required surgery after receiving mifepristone, 12.5% underwent emergency surgery for acute 
bleeding. No women in the surgical group required emergency surgery for acute bleeding. 

The ACOG Practice Bulletin on Medical Management of Abortion reports a rate of slightly less 
than 1 % of women will need emergency curettage for bleeding. ' ’ Kruse, in a review of 
complications from mifepristone abortions, observes:** 

“The reported frequencies of intervention for hemorrhage have been 
somewhat higher in very large series of mifepristone abortion. Aubeny et al. 
reported that 0.9% of 1029 women in a multicenter trial with mifepristone and 
misoprostol required hemostatic procedures. Similarly 0.4% of participants in 
multicenter trials with 200 mg mifepristone followed by SOOmg misoprostol 
intravaginally required emergency curettage; in one of these trials 0.2% of women 
received transfusions. Spitz et al. reported that 56 (2.6%) of 2121 women who 
received 600mg of mifepristone and 400 ug misoprostol orally through 63 days 
gestation required suction curettage for excessive bleeding, and 4 (0.2%) 
received transfusions. Importantly, the risk of curettage, hospitalization, or 
intravenous flid administration was 2 times greater (4% vs 2%) for women at > 49 
days gestation than among those at < or = 49 days gestation. Winikoff et al. 
reported that 3 (0.2%) of 1373 subjects in developing countries who received 
mifepristone and misoprostol required transfusion. Peyron et al. found no 
clinically significant decrease in hemoglobin levels among 878 women who 
received mifepristone and misoprostol; however, 1 subject (0.1%) did have a 
decrease from 1 3 .Og/dL to 6. 1 g/dL necessitating emergency curettage and a blood 
transfusion. In the largest multicenter trial ever published with mifepristone, 

Ulmann et al reported that 0.8%of the 15,709 women required emergency 
curettage and 1 1 (0. 1 %) received transfusions. 

Publishing on the experience in China with mifepristone abortions, Wu states: 

The main side effect was prolonged bleeding, about 14-16 days, in women with 
complete abortions. This is significantly longer than the 7 to 9 days of bleeding 
after surgical abortion. The common complications of medical abortion are 


Jensen, l.T.etal, “Outcomes of Suction Curettage and Mifepristone Abortion in the United States,” 
Contraception (1999): 153-159. 

ACOG Practice Bulletin No 26, April 2001, p 6. 

Kruse, B, etal., “Management of Side Effects and Complications in Medical Abortion” American Journal of 
Obstetrics and Gynecology (Vol 1 83, No 2 Aug 2000): S65-S75 (CITATIONS OMITTED). 
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profuse bleeding and allergy. Treatment of profuse bleeding by surgical 
intervention is simple and effective, and reported rates of emergency curettage 
were 0.7 to 4% and ofblood transfusion, 0.05% to 0.15% in the clinical trials.**’ 

Thus, a number of large studies conducted in diverse locations around the world demonstrate a 
rate of hemorrhage requiring transfusion of between 0.1% to 0.2%. This means that there will 
be at the very least, between 100 and 200 transfusions for every 100,000 mifepristone abortions, 
which translates into at least 500 to 1000 American women who would have needed blood 
transfusions to date because of massive hemorrhage from mifepristone abortions. 

Conclusion 


The danger of post-mifepristone massive blood loss requiring transfusions would in and of itself 
would require withdrawal of marketing approval. This danger and the risk of fatal infections 
provide FDA with ample reason to stop the use of mifepristone. If the distributor will not 
voluntarily remove this drug from the market, then FDA must act to protect the health and safety 
of American women. 


Respectfully submitted, 

Domia J. Harrison, M.D. 

Chairman, Subcommittee on mifepristone 

American Association of Prolife Obstetricians and Gynecologists 


Wu, Shangchim, “Medical Abortion in China” JAMWA (v. 55: no. 3)(Supplement 2000): 197-199, 198. 
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RESEARCH REPORTS 


Women’s Health 


Analysis of Severe Adverse Events Related to the Use of 
Mifepristone as an Abortifacient 

Margaret M Gary and Donna J Harrison 


background: The systematic analysis of morbidity and mortality for the Food and Drug Administration (FDA)-approved medical 
abortion regimen using mifepristone is possible using data from the FDA's Advise Event Reporting System, 
objective: To assess mifepristone’s mortality, morbidity, sentinel events, and quality of postmarketing surveillance using 
mifepristone adverse event reports (AERs). 

methods; Six hundred seven unique mifepristone AERs submitted to the FDA over a 4 year span were coded using the National 
Cancer Institute’s Common Terminology Criteria for Adverse Events. Coding was based only on data in AERs and may underestimate 
severity and treatment rendered. Two boairt-certified obstetrician/gynecologists, the authors, made individual evaluations, 
compared them, and agreed upon final coding. 

results: The most frequent AERs were hemon+>age (n = 237) and infection {66). Hemorrhages included 1 fatal, 42 life threatening, 
and 168 serious cases: 68 required trensfusions. Infections included 7 cases of septic shock (3 fatal, 4 life threatening) and 43 
cases requiring parenteral antibiotics. Surgical interventions were required in 513 cases (235 emergent, 278 nonemergent). 
Emergent cases included 17 ectopic pregnancies (11 ruptured). Second trimester viability was documented in 22 cases (9 lost to 
follow-up, 13 documented fetal outcome). Of the 13 documented cases. 9 were terminated without comment on fetal morphology, 1 
was enrolled in fetal registry, and 3 fetuses were diagnosed with serious malformations, suggesting a ma!formati(Dn rate of 23%. 
conclusions: Hemorrhage and infection are the leading causes of mifepristone-related morbidity and mortality. AERs relied upon 
by the FDA to monitor mifepristone's postmarketing safety are grossly deficient due to extremely poor quality. 

KEY words: adverse event reporting system (AERS). medical abortion. Mlfeprex. mifepristone, mifepristone adverse events, 
mifepristone-induced septic shock (MISS). RU486. 

Ann Phaiwacother 2006:40:xxxx. 

Published Online, 27 Dec 2005, www.theannals.com, DOI 10.1345/aph.1G481 


S ince the Food and Drug Administration (FDA) ap- 
proved mifepristone in September 20(X), safety concerns 
have mounted; the FDA’s July 2(X)5 press release' announc- 
ing 2 additional deaths under.>cored these worries. To date, 
the FDA has not publicly ile>cDbed mifepristone’s non-fatal 
sequelae as discovered througli adverse event reports 
(AERs). This study systematically analyzes mifepristone 
AERs submitted between September 2000 and September 
2004, using die National Cancer Institute’s Common Ter- 
minology Criteria for Adverse Events (CTCAEv3; Table 
1).- CTCAE coding allows for data analysis by providing 


Author information provided at the end of the text. 


uniform numerical grading of event severity across differ- 
ent diagnoses. 

Methods 

The FDA released 637 mifepristone AERs documenting 607 unique 
events pursuant to a Freedom of Information Act request. All identifiers 
for patient, practitioner, or facility were removed from the AERs. 
Mifepristone's distributor submitted 592 of the 637 AERs; the rest were 
filed from various sources including foreign health authorities. Pharaia- 
cia, and others. 

The vast majority ofniifcpristone AERs submitted to the FDA by the 
drug sponsor lacked crilictil information needed for complete case as- 
sesanent’"'* Analysis and coding w-ere based only on the contents of the 
AER. Even if the fitets presented in the AER strongly suggested a sfan- 
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dard course of treatment (eg, ti'ansfusion), that treatment was deem«l not 
to have taken place unless there was explicit documentation. Conse- 
quently. poor AER documentation almost certainly resulted in die undo’- 
estitntwion of the severity of some adverse events. 

An absolute rale of mifepristone abortion complications in the US 
cannot be determined from the FDA's AERs because these voluntary 
and sporadically submittetl reports provide neither an accurate numerati^' 
{number of adverse US events) nor an accurate denominator (nundier of 
US mifepristone abortions), i iowever, the data allow some estimation of 
the types, severity, and peitent frequency of reported events Sentinel 
events requiring further invesiigaltr'ri were also recognizable 

Results 

The most frequent serious (CTCAE 3) and life-threaten- 
ing (CTCAE 4) adverse events were hemorrhage (210 
pts.), infection {46 pts.), and missed diagnosis of ectopic 
pregnancy ( 1 7 pts.). Table 2 contains the number of AERs 
by age and CTCAE grade. Five deaths (CTCAE 5) were 
reported,”’'* including one l6-year-oJd,” along with 64 
life-threatening events (CTCAE 4) and 224 serious events 
(CTCAE 3). The distribution of cases per CTCAE grade by 
age was roughly proportional except for deaths. The single 
death occurring in the 13-17 year age category represented 
20% of the deaths, whereas this age group presented only 
2% of all AERs (13 of 607). 

Table 3 classifies AERs by CTCAE grade and diagno- 
sis, including information on the group aged 13-17 years. 
Because the pediatric age encompasses a time of physical 
maturation, much of which is hormonally mediated, spe- 
cial scrutiny of this population is warranted. Both the US 
and French trial data specifically excluded women under 
1 8 years of age; thus, the adverse events analyzed here pre- 


j Table 1. Common Teiminoiogy for Coding Adverse Events^ | 

Grade 

Severity of Adverse Evenl(s) 

1 

mild 

2 

moderate 

3 

severe 

4 

life threatening or disabling 

5 

death related to adverse event(s) 


sent uncommon public information available on mifepri- 
stone’s clinical use in the 1 3-1 7 year age range. 

The 607 AERs included 5 deaths: 2 Californians, from 
sq)sis'’’’‘‘; a Tennessee woman with a ruptured ectopic 
pregn^cy'^; a Swedish teen, from massive hemorrhage"; 
and a British female, from “unknown etiology.”'* This last 
patient presented to the emergency department in shock 
and wa.s found on autopsy to have i liter of blood in her 
stomach and 2 gastric ulcers. Sepsis is a known risk factor 
for stress-related gastrointestinal bleeding'^; thus, sepsis is 
a plausible etiology for shock in this patient. Three deaths 
were not documented in these AERs: a paiticipanl in 
Canadian trials, from sepsis; an Asian Californian, from 
sepsis (December 2003); and a white Californian, from 
sepsis (June 2005). The FDA recently announced findings 
from the Centers for Disease Control and Prevention that 
all 5 of the sepsis deaths (4 Americans, 1 Canadian) have 
been linked to Clostridium sordelliiP Thus, there lias been 
a total of 8 known deaths to date, including 5 Americans. 

The severity of hemorrhage was coded based on the pa- 
tient’s pretransfusion hemoglobin level, the number of 
imits transfused, the location and nature of surgical inter- 
vention, and the clinical description of the event according 
to the guidelines for CTCAE coding of hemorrhagic ad- 
verse events. However, in the majority of the AERs report- 
ing hemorrhage, critical information (eg, baseline blood 
counts, vital signs, number of units transfused, posttransfu- 
sion hemoglobin or hematocrit level) was absent. Forty- 
two women experienced a life-threatening hemon-hage, as 
defined by active hemorrhaging with hemoglobin less than 
7 g/dL and the transfusion of 2 or more imits of packed red 
blood cells (PRBCs). One hundicd sixty-eight women had 
severe hemorrhage, defined by hemoglobin of 7 g/dL or 
above and transfusion. Overall, 39% of AERs reported 
hemorrhage. 

SerioiLS or life-threatening infections were reported for at 
least 46 women, of whom 2 were aged 13-17 years.'*’^® 
Four women who had life-threatening infections but sur- 
vi^■ed were in septic shock at the time of presentation to the 
emergency One patient (aged 15 y) pre- 


Table 2. CTCAE Grade and Patient Age of Mifepristone Adverse Events* 

Age (y) 

Grade 5 (N = 5) 

Pts., n (%) 

Grade 4 (N = 64) 

Pts., n {%) 

Grade 3 (N = 224) 

Pts., n f%) 

Grade 2 (N = 344) 

Pts., n (%) 

Grade 1 (N = 4) 

Pts., n (%) 

Uncodabie 
(N = 11) 

Pts., n (%) 

13-17 

1 (20) 

3(4.7) 

4(1.8) 

8 (2.3) 

0 

0 

18-35 

2(40} 

46 (71,8) 

172 (76.8) 

281 (81.7) 

2(50) 

9(82) 

36-46 

1(20) 

12(18.8) 

42 (18.7) 

36(10.5) 

2(50) 

0 

Undocumented 

1 (20) 

3(4.7) 

6(2.7) 

19(5.5) 

0 

2(18) 

TOTAL 

5(100) 

64(100) 

224 (1(K)) 

344 (100) 

4(100) 

11 (100) 

CTCAE = Common Terminology Criteria for Adverse Events. 





•Adverse events reported are greater than number of enrolled patients since some patients experienced more than one adverse event. 
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senled with adult respiratory distress syndrome (ARDS) 
from sepsis.*'* A second patient presented with ARDS from 
Escherichia coli sepsis.-' A third presented with toxic 
shock syndrome.-^ A fourth (aged 16 y) presented with 
group B Streptococcus septicemia.'^ in addition to these 4 
patients with documented infectious etiology, a fifth pa- 
tient piesented witli disseminated intravascular coagulopa- 
thy (DICi!) with hepatic and renal failure.^^ Her AER exhib- 
ited poor documentation, including only information on 
outpatient treatment for bacterial vaginosis. Because there 
w^as no documentation of infection, she was not included 
in the CTCAE 4 category for infection, although it is prob- 
able that the DlC' was infectious in origin. Forty-three ad- 
ditional women required parenteral antibiotics for severe 
pelvic infection, and an additional 14 were treated for 
pelvic intections as outpatients. Overall, 1 1% of AERs re- 
ported an infectious complication 

The third most common c!a.s.s of severe adverse events 
was undiagnosed ectopic pregnancy. Seventeen patients 
liad ectopic pregnancies that were undetected at the time of 
mifepristone administration. Eleven of these were ruptured 
at the time of diagnosis'^-^'*'-’-^ (CTCAE genitourinary grade 
4), including one deadi (CTCAE 5).'^ Three of the 17 were 
cornual pregnancies, and one was a cervical pregnan- 
cy that resulted in a hysterectomy in a 29-year-o!d pa- 
tient.” Overall, 2.8% of AERs reported unrecognized ec- 
topic pregnancy. 

Seven additional diagnoses of piivsible sentinel events 
were (1) myocardial infarction in previoasly healthy 21- 
yeai-old woman, (2) prolongation of QT interval on elec- 
trocardiogram in another woman,^’ {3) pulmonary em- 
bolism,” (4) exacerbation of Crohn’s disease,'" (5) precipi- 
tation of a sickle cell crisis/'’ (6) acute pancreatitis/' and 
(7) drug interaction resulting in liver failure in an HIV- 
positive patient.'*^ 


Severe Advene Events with Mifepristone as an AbortifadenI 

One unexpected finding was a number of allergic reac- 
tions rajiging from hives to severe generalized urticaria. 
One patient w^ hospitalized for 4 days and treated with 
intravenous diphenhydramine and oral prednisone.’*^ Eight 
patients were treated as outpatients, and 4 required no 
treatment. 

The extent of treatment required to manage the adverse 
events is presented in Table 4. Sixty-eight woiiicn received 
ttansfusions. Nineteen (28%) of these required 3 or more 
units of PRBCs. In 1 5% of cases witli transfusion, die num- 
ber of units w-as not documented in the AER. At least 5 1 3 
sui^icai procedures were peri'ormed in the 607 patients 
with adverse events. When a patient had more than one 
suigery performed, only the most extensive surgery was in- 
cluded in the tabulation. (For example, if a patient had a di- 
latation and curettage and then a subsequent laparotomy, 
only the laparotomy was included. For patients with more 
than one dilatation and curettage, only one was included in 
the tabulation.) There were 235 emergency surgeries per- 
formed. Of these, 1 7 (7%) were emergency laparotomies; 
16 were for ectopic pregnancies (1 ectopic pregnancy was 
managed laparoscopically) and one laparotomy was for 
sepsis. Two of the 5 deaths were intraoperative. The re- 
maining 93% of emergency surgeries were emergency di- 
latation and curettage procedures performed to arrest hem- 
orrhage. At least 40% of the patients were liospitalized for 
treatment, including 12 admissions to the intensive care 
unit. Fifty-seven percent were managed as outpatients and, 
in 3%, the site of treatment was not documented. 

Because mifepristone abortions result in exposure of the 
fetus to known teratogens, the AERs were analyzed for in- 
formation on fetal outcome after exposure, where docu- 
mented t Table 5). Of the 278 pregnancies terminated after 
mifepri.sione failure without other diagnoses, 58 (21%) had 
documented fetal viability by ultrasound on return visit. 


Table 3. CTCAE Grade and Diagnosis 


CTCAE 

Grade 

Hemorrhage 

Infection 

Genitourinary 


Other 


Total 

All 

Pts. (n) 

Adolescents 

(n) 

All 

Pts. (n) 

Adolescents 

(n) 

All 

Pts. (n) 

Adolescents 

(n) 

All 

Pts. (n) 

Adolescents 

(n) 

All 

Pts. (n) 

Adolescents 

(n) 

5 

1 

1 

3* 

0 

1 

0 

0 

0 

5 

1 

4 

42 

1 


2 

10 

0 

9 

0 

64 

3 

3 

168 

3 

43 

I** 

7 

0 

5 

0 

224 

4 

2 

19 

0 

14 

1 

301 

6 

10 

1 

344 

8 

1 

0 

0 

0 

0 

0 

0 

4 

0 

4 

0 

Uncodable 

7‘ 

0 


0 

0 

0 

2“ 

0 

11 

0 

TOTAL 

237 

5 

68 

4 

319 

6 

30 

1 

652 

16 

% of diagnoses 36 


10 


49 


5 





AERs = adverse event reports; CTCAE = Common Terminology Criteria for Adverse Events. 

®This includes death of the British woman with clinical picture consistent with sepsis. 

“Poor documentation precluded accurate coding. Actual event probably a 4 but p^nent lab data not documented on AER. 

‘This includes 2 patients with hemorrhage and infectiOT, 2 patients vwtti some indication of severe hemorrhage (Hb <7.5), and 3 patients with heavy 
bleeding. Alt patients in this category lacked critical information, which made coding impossible. 

'’Both are cardiac events that lacked adequate documentation to c(»fe. 
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and 36 (13%) had documented fetal demise or retained 
products of conception without a fetus. However, 184 
(66%) had no documeniation of fetal status. Of the 22 fe- 
tuses documented to be viable in the second trimester, 9 
were lost to follow-up and 1 3 had a document^ outcome 
to the pregnancy. Of those 13, 9 had a termination of preg- 
nancy with no documentation of fetal morphology, 1 was 
enrolled in a fetal registry,^'’ and 3 had documentation of 
fetal anomalies: (1) Mobius syndrome,**^ (2) neural tube 
defect,'’*^ and (3) oligodactylia, monodactylia. facial dys- 
morphia, and meningo-encephalocele.'*'' (One additional 
AER”"* referred to a separate fetal report implying malfor- 
mation. However, that fetal report was not included in the 
information released and tlnis not counted in our calcula- 
tion of malformation rate.) Assuming norma! fetal mor- 
phology in all 9 pregnancies that were terminated without 
documenting infomiiition about the presence or absence of 
malformations and assuming normal fetal morphology for 
the patient enrolled in the fetal registry, the rate of fetal 
malformations would still be at least 3 (23%) of 13. 

Discussion 

The pathophysiology of the rapid onset of sepsis follow- 
ing pregnancy terminations with mifepristone and the un- 
usual afebrile and hemoconcentration presenuuion is still un- 


] Table 4. Extent of Treatment Interventions 

Treatment Interventions 

Pts. (%) 

Transfusions 

68(100) 

S4 units PRBCs 

9(13) 

3 units PRBCs 

10(15) 

2 units PRBCs 

38 (56) 

1 unit PRBCs 

1(1) 

units not documented, n 

10(15) 

1 

transfusion implied but not documented* 

Surgeries 

513(100) 

emergent 

235 (4$) 

emergency laparotomy 

17 

intraoperative death 

2 

hysterectomy 

1 

salpingectomy with or without oophorectomy 

7 

adnexal surgery unspecified 

4 

cornual surgery unspecified 

3 

emergency D&C for hemorrhage 
nonemergent 

218 

D&C for failures without other indications 

278 (54) 

Site of Treatment Intervention 

607 (100) 

hospitalizations 

241 (40) 

intensive care unit admissions 

12 

inpatient hospitalizations 

130 

emergency department outpatient 

99 

outpatient management 

345(57) 

site of treatment not documented 

21(3) 

D&C = dilatation and curettage: PRBCs = packed red bl(K>d cells. 

*AER reported that patient said she was given blood. 


clear. An interesting theory was recently published linking 
die rapid onset of sepsis with mifepristone’s blockade of glu- 
cocorticoid receptors (mifepristone-induced septic shock).'’’ 
Studies investigating the pathophysiology of septic shock 
have ^wn a noncompetitive, dose- dependent repression of 
the glucocorticoid receptor by both Bacillus anthracis lethal 
toxin®* and the Clostridium sordellii lethal toxin.®' Blockade 
of glucocorticoid receptors at the endometrial level may al- 
low for ascending infection into a fertile medium of dead fe- 
tal ti^e surrounded by an endometrium that lacks normal 
innate immune mechani.sms. Further research into glucocor- 
ticoid receptor blockade by mifepristone resulting in the loss 
of the antibacterial role of the innate immune system at the 
Midometrial level should be pursued. 

With mifepristone abortions, the rate of failure to cause 
complete termination of pregnancy increases dramatically, 
along with hemoirhagic events, as the gestational age and 
the size of the placenta increases. The US clinical trial 
demonstrated a tailure rate of SI d at 49 days or less from 
the last menstrual period (LMP), increasing to 17% at 
50-56 days from the LMP, and further increasing to a 23% 
failure at 57-63 days from the LMP, as established by 
sonographic criteria.®^ Based on the data from this trial, the 
FDA approved mifepristone for use as an abortilacient up 
to 49 days from the LMP. but failed to require sonographic 
data for the accurate determination of gestational age. Fur- 
thermore, clinics nationwide routinely advertise mifepris- 
tone’s use up to 63 days from the LMP, and, thus, would in- 
cur a failure rate of 23% or higher in addition to the inaccu- 
racies of the methods used to date the pregnancies. 

One serious concern raised by this review of AERs is 
the suggested fetal malformation rate of at least 23% fol- 
lowing mifepristone failures that resulted in continuation 
of a live pregnancy. Misoprostol is a known teratogen, but 
the extent of the teratogenicity ofmifepristone has yet to 


j Table 5. Fetal Outcome After Mifepristone Exposure 

Outcome 

Pts. (%) 

Surgeries — Nonemergent 


D&C forfeiiures without other indications 

278 (100) 

continuing viable pregnancy 

58 (21) 

continuing pregnancy with fetal demise 

13(5) 

continuing pregnancy with viability unknown 

184 (66) 

retained products of conception 

23 (8) 

Fetal outcome after exposure 


second trin^eslerwith documented viability 

22(100) 

tost to follow-up 

9(41) 

knowm outcome 

13(59) 

Knowm outcome of pregnancy 

13(100) 

terminated without documentation of fetai status 

9(69) 

documented fetal malformation 

3(23) 

wirolled in feta! registry 

1 (8) 

D&C = dilatation and curettage. 
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be well docuniented. Fetal malformations were noted in 3 
of the 13 women who had pregnancies with known out- 
come. Another 9 women continued pregnancies without 
any documentation in the AERs of the outcome of the fe- 
tus. It is clear that a mandatory fetal registry should te es- 
tablished to ascertain the true incidence of fetal malforma- 
tion in pregnancies that are continued after exposure to 
mifepristone and misoprostol. 

Another serious concern is the number of missed diag- 
noses of ectopic pregnancies that resulted in rupture. Ec- 
topic pregnancy is an absolute contraindication to the use 
of mifepristone, and failure to rule out ectopic pregnancy 
resulted in one death, as well as unnecessary morbidity. 
Requiring ultrasound documentation of intrauterine loca- 
tion of the pregnancy by a qualified ultrasonographer prior 
to the administration of mifepristone would reduce this 
life-threatening complication to a minimum. 

The incidence of allergic reactions to mifepristone re- 
quires closer examination. Assuming that all patients were 
exposed to mifepristone for the first time, they could not 
have mounted an immunoglobulin E-mediated mifepris- 
tone allergic response. Inflammatory reactions reported as 
allergic reaction in the AERs are due to the release of pm- 
inflammatory mediators, such as histamine, prosteglandins, 
leukotrienes, and interleukins, which result in urticaria, rhini- 
tis, conjunctivitis, or asilnna. Blockade of cortisol receptors 
by mifepristone can lesult in an uncontrolled production and 
release of an excess of these proinflammatory mediators. 
Mifepristone's ability to block cortisol receptors has been 
well documented.®^ These proinflammatory reactions re- 
ported as allergic reactions in AERs may be due to the ac- 
tion of mifepristone’s blockade of conisol receptors. This 
potentially serious adverse effect resulting from mifepris- 
tone-induced blockade of cortisol receptors deserves fur- 
ther investigation. 

Aside from specific safety issues related to mifepris- 
tone, studying these reports has been highly instructive for 
what they reveal about the FDA’s Adverse Event Reporting 
System for ail dm^. Michael F Mangano, principal deputy 
inspector general of tlie Department of Health and Human 
Services, stated in testimony before the US Senate®^; 

Adverse Event Reporting systems typically detect only a small 
proportion of events that actually occur, They are pas-sive systems 
that depend on someone linking an adverse event with the use of a 
product, then reporting the event Rather the sy.stem generates 
signals that FDA must as-sess to confu in if. in fact, a public health 
problem exists. . .. With limited inloi maiion to draw upon to gener- 
ate signals, it is not surprising that FDA i ai eiy reaches tlie point of 
knowing whether a safety action is warranted to protect consumCTS. 

If our survey of mifepristone AERs is representative of 
adverse event reporting for all drugs, the American public 
should be greatly alarmed. In this instance, a majority of 
the AERs analyzed do not provide enough information to 
accurately code the severity of the adverse event in ques- 
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tion. The tteficiencies were so egregious in some instances 
as to preclude analysis. It is clear that input quality control 
is itecessary for Medwatch to ftinction; this systemic defi- 
ciency clearly impairs the FDA’s ability to fully assess 
mifepristone s safety profile because the necessary signals 
are not being generated. 

Conclusions 

The AERs discus.sed above relate to the use of mifepri- 
stone in otherwise healthy young women and document a 
significant risk of severe, life-threatening, or even lethal 
adverse events. The most common of these adverse events 
are hemorrhage, infection, and mis.sed diagnosis of ectopic 
pregnancies. The most commonly fatal adverse event is 
sepsis, which may present without fever and progress 
rapidly to deatli. 

Although neither the manufacturer nor the FDA recog- 
nizes a cai^l link between the use of mifepristone and the 
adverse events reported, it is undeniable that these women 
were healthy before the use of mifepristone and became 
very sick or died shortly after its use. Before any medica- 
tion is used, a prudent practitioner weighs carefully the 
risks of the medication with the potential benefits. Medica- 
tions, such as chemotherapy agents, with life-threatening 
or potentially lethal adverse effects are acceptable in treat- 
ing conditions that are themselves debilitating or lethal 
such as cancer. HIV, sepsis, and others. In these cases, al- 
ternative treudnents are limited and, without treatment, the 
disease is rapidly lethal. The use of mifepristone as an 
abortifacient, however, is radically different. Pregnancy in 
most instances is a benign, self-limited condition, with du- 
ration of approximately 8 months from diagnosis for most 
women. It generally occurs in otherwise healthy young 
women. The choice of mifepristone termination over sur- 
gical termination is based mainly on patient perceptions of 
safety, convenience, and privacy, but these perceptions do 
not accurately reflect the realities of the regimen. 

Furthermore, complete, accurate data concerning the 
public health risk posed by the mifepristone/misoprostol 
regimen currently in use are not being gathered through 
the FDA’s Adverse Event Reporting S> stem After review- 
ing over 600 AERs, we believe that the FD.A must prompt- 
ly conduct a Uiorough review of this aspect of its postmar- 
keting surveillance system to determine whether the fail- 
ures described above are peculiar to mifepristone reports 
or are systemic to all drug reports. 

Margaret M Gary MD, Obstelrician/Gynec»iogist, Virginia Beach, VA 
Donna J Harrison MD. Chairperson. Subcommittee on Mifeprex, 
American Association of Prolife Obstetricians and Gynecologists, 
Eau Claire, Mi 

Reprints: Dr. Harrison, American Association of Prolife Obstetri- 
cians and Gynecologists, PO Box 414, Eau Claire, Mi 49111-0414, 
djharri&on@|uno.com 


wMw.theannaLs.com 


The Annals of Pharmacotherapy ■ 2006 Februaiy, Volume 40 



153 


MM Gary and DJ Harrison 

□r. Gary and Dr. Harrison are members of the Subcommittee on 
Mifeprex of the American Association of Prolife Obstetridans and 
Gynecologists (AAPLOG), the largest interest group of the Am«i- 
can College of Obstetricians and Gynecologists. AAPLOG has filed 
a Citizen Petition with the Food and Drug Administration requesting 
withdrawal of approval for mifepristone based on safety considera- 
tions. 
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EXTRACiTO 

TBASFONbO: Es posiblc anallzaf sistemalicamentc !a nwrbilidad y 
moiialidiul del regimen de aborto tenipeutivo i on mifepristona aprobado 
por la Adminislracion de Alimentos y Dt og.tv ( FDA, por ais siglas cn 
ingliis) utilizando dalos del Sistema de Re{.y,'ne de Eventos Adversos 
(AERS. por stis siglas en inglds) de e.sa agencta, 
objktivoj Evaluar la moilalidad, morbilidad, eventos scniinelas, y 
caiidad de la vigilancia posmercadco utilizando los reportes dc eventos 
adversos con mifepristona, 

.NteTonos: Sciscientos siete reportes de eventos adversos I'micos con 
mifepristona sometidos a FDA durante un periodo de 4 anos fueron 
codificados utilizando Criterios de Terminoiogta Cotruin para Eventos 
A.twisos tiel Instituto Nacional dc! Cancer (NCI’s CTCAEv3, por sus 
sigl.is en inglc-<i La codiftcacion se bas6 solamenieeo dates dc los 
tejX'ires Oc cwntos adversos y puede subestimar la severidad y el 
tratamiento provisto. Los autorcs, 2 juntas de obstefras/ginecologos, 
hideron evakiaciones dc CTCAE. las compararon, y acordaron la 
codiflcacidn final. 

RKSiiLTADOS: RcpoTtcs dc cvcntos advcrsos mds frecuentes: hemorragia 
(237) e infcccidn (66). Las hemorragta.s inckiyeron una fatal, 42 
poteneialmente fatales, y 1 68 cases serios; 68 requirieron tnmsfusiones. 
Las infecciones tncluyeron 7 casos dc cheque sdptico con 3 casos 
fatales, 4 pc^enciaimente fatales, y 43 que requirieron antibioticos 
parenterales. Las intcrvenciones qiiin’irgicas lotaiizaron 513 casos (235 
iirgencias, 278 no urgencias). Los casos de uigencias incluycrai 17 
cinbarazos cctopicos (11 rupluras). La viabilidad de .seguiido trimes'tt’e 
fue docuinontada en 22 castis (9 sin seguimiento, 13 con resiiltado feta! 
dcHtumetitado). De 13 casos documentados 9 lerininaron sin ccmientario 
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sobre morfolt^ia fetal, 1 inscrito en ei registro fetal, y 3 fetos 
di3gm»j4icad(» ojn defectos de! tubo neural que sugieren una razon de 
nwlJormacion de 23% (3 de 13). 

CONXXUSIONSS: Las principals causas de morbilidad y inortalidad 
relacionadas con mifepristona son hemorragia e infeccion. Los reportes 
de ewnttK advereos en los que sc fundamenta FDA para dar 
seguimiOTto a la seguridad posmercadco de mifepristona son crasamente 
deficientes ttebido a su extremadamentc pobre calidad. 

Ana F, Velez 

l^UME 

BTntoiH/c-TKXV: Le sysieme americain de pharmacovigilance 
(Medwatch) permel line analyse systemafique de la morbidite et dc la 
mortalile associccs a I’utiiisation de mifepristone pour induire tin 
avortemeni 

OBJKCiit F.valuer la mortaiitc, la morbidite, et I’incidence d'evenements 
s«itinellcs assocics a la mifepristone, de meme que la qualite du 
svsteine de pharmacovigilance americain en utilisant les cas de reactions 
inde^iiables rapportees a I’agence americaine des aliments et chogues. 
DEV IS e.\p6rimentai.: Six cent sept reactions indesmibles uniques 
associccs a la mifepristone ont ete rappotfoes a I agcnce americaine sur 
une periodo dc 4 ans. De celles-ci. 592 ont transite par Ic fabriquant. 
Chaque reaction a etc codifiec cn utiksant le dictionnaire tenninoiogique 
de I’institut national du cancer (National Cancer Institute Common 
Tcnninology Criteria for Adverse Events). 

Rfoti.TAi’S: En general, les rapports de cas ctaient de pietre qualite ct 
bcaucoup d’information ndeessaire a une codification adequate 
nianquait. Dans d’auires cas, la codification n’utilisait que les donnccs 
dti rapport de cas et une evaluation par 2 g>'necologues obst6triciens 
diplomcs. las auteurs, a rcvcle itne sous-estimalion dc la scvferife des 
rcaihions de meme que du lien dc causaliid. Les reactions indcsirablcs 
les plus frequentes incluaient les hemorragies (237) et les infections 
(66). Parmi les hemonagies, on note une reaction fatale. 42 ayant mis la 
vie cn diuigcr ct 168 cas serieux, Dc plus. 68 ont ndeessife une ou 
plusieurs transfusions .sanguines. Parmi les infections on a remarqu6 7 
cas dc choc septique dorit 3 ayant entrainc le d6c6s cl 4 ay^t mis ia vie 
de la patiente cn danger. De plu.s. 43 cas ont neccssite i’administration 
intiiiveineiise d'antibiotiques. Un total de 5 1 3 cas a requis une 
intervention chiruigicale (235 urgentes, 278 non urgentes), Parmi les 
chirurgics uigentes on denombra l7grossessescctopiquesdont 11 avec 
rupture de la trompe. La viabilife du fetus jusqu’au second trimestre a 
etc documenicc dans 22 cas (9 sans siiivi dociunente. 13 avec 
documentation). Des 13 cas document's, 9 grossesses ont efe 
interrompues sans qu’auciine information sur la morphologic du fetus ne 
soil documentde, 1 grossesse a 6(4 incluse dans un registre medical de 
suivi de gFOsses,se, et dtez 3 fetus, une malformation du tube neural a dfe 
observe, suggeranl un taux de malformation de 23% (3 sur 13). 
cosci.L'StONS: Lcs hcmoiragics ct !c< infections sont les causes les plus 
frequentes de moituhie et de morhidiie associccs a Tutilisation de 
mifepristone pour ukIuiic un avonemcm Les reactions indesirables 
rapportdes au systemc de pharmacovigilance de Tagcnec aniencamc 
sont de pietre qualite rendant pen fiablc revaluation du risque assoi'ie a 
I’utilisatkm d'un medicament par Tcntrcinise de ce systemc 

Suzanne Lapiarite 


theannah. com 


The Annab of Pharmacotherapy 


2006 Febmary, Volume 40 ■ 



155 


LETTERS AND COMMENTS 


AUTHORS' REPLY: First, the Food and Drug Administraiion's (FDA’s) 
recenOy published guidance document on adverse events states: "Typical 
reasons to suspect causality for an event include ( 1 ) timing of onset or 
termination with respect to drug use, (2) plausibility in light of a drug’s 
kiiown phamiacology, (3) (K'currence at a frequency above that expected 
in the treated population, and (4) occunencc of an event typical of drug- 
induced adverse reactions.”' Consider these reasons in the fatalities that 
followed mifepristone use: ( 1 ) till of the deaths occurred within 7 days of 
taking mifepristone. (2) mifepristone-induced suppression of the innate 
immune system is plausible,^ and (3) the frequency of fatalities from 
Chsiridium sorticllii after mifepristone far exceeds the frequency of this 
infection prior to mifcpt'i''tone availability. Based on the FDA’s guidance, 
tltere are multiple ivM.'ons to infer a causal link between mifepristrme and 
these detiths. 

Second, we believe that pjcgnancy is in most instances a benign, self- 
limited condition as evidenced by the statistic cited by Hausknecht: 
99 992.9/100 0(X) women survive pregnancy. 

Third, the clinical picture of medically induced abcwiion can mimic 
the symptoms of ectopic pregnancy. If these symptoms are incorrectly 
ascribed to the medical abortion, then delay In diagnosis of the ectopic 
pregnancy can be loihal Tliis contraindication to the use of mifepristone 
has been acknowledged by Danco Laboratories.^ 

Fourth, given the incomplete nature of the Medwatch adverse event 
report (AER) 3943786-2,* we believe our assessment remains plausible. 
While acetaminophen overdose can tie associated with hepatic toxicity, 
renal failure, and disseminated intravascular coagui:«ion, it is alsi> plausi- 
ble that this scenario is caused by sepsis with multioigan failure. 
Hausknecht infers causality from empty pill bottles but has left out cru- 
cial information in his depiction of both the adverse event and its AER. 
In his letter, he states that the event was related to dmg overdose with al- 
cohol. Rather, this AER stated that "current thinking was that this event 
was related to some sort of drug overdose (Tylenol)” and does not men- 
tion alcohol toxicity. One of the cases of fatal mifepristone-associated 
sepsis syndrome also had no evidence of infection initially, then pro- 
gressed rapidly to multiorgan failure and death.-* Hausknecht’s assertion 
that “there are many similar eirors of omission tmd exaggeratiem” is in- 
coiTcct. Our review was based on the limited information available in the 
reports submitted lo die FDA by Hausknecht. 

Finally, this AER dlustrates the lack of documentation provided by 
Danco. ThcMcdv.,ii,.h .-kER 3943786-2 contained no emergency' depart- 
ment records, no hospital rccord.s, and no white blootl cell count or ac- 
etaminophen levels.'' The reptirt appeiirs to reflect an tnilial conversation 
between the reporting phy.sician and Danco but the report language is 
Danco’s. It is curious that such an opportunily failed to produce a de- 
tailed, clear summary of the hospital course and laboratory findings or 
even a final diagnosi.s, It is the ethical responsibility of Dtmeo to seek 
complete and accurate documentation for these AERs. Failure to do so 
ihwaits postmarketing safety monitoring. 


Donna J Harrison MD 

Chai’jvrson 

Siih. mnniiltee on Mi/eprex 

Anu'iiion Assockuion of Prolife Obstetricians aiul Gynecologists 
PO Box 4 14 

Eau Claire. Michigan 4911I-MI4 
djliarrison@jmo.com 

Miirgarct M Gary MD 

Ohstetrician/Gynecoioglsi 
Virginia Beach, Virginia 

Dfs. Gary and Harriaon are members of the Subcommittee on Mifeprex ot the Amer- 
ican Association of ProWe Obstetricians and Gynecologists (AAPLOG), the largest 
interest group ot the American College of Obstetricians and Gynecologists. AAPLOG 
has tiled a Citizen Pe^tion with the Food and Drug Administration requesting with- 
drawal ot approval for mifepr's'o^e based on safety considerations. 
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Reply: Analysis of Severe Adverse Events Related to the Use of Mifepristone as an 
Abortifacient 

AUTHORS’ REPLY: We thank Shannon for her letter, which corrects our analysis of 1 
adverse event report (AER) out of 607. The wording of that report led us to understand 
that a diagnosis had been made. Reconsidering the wording interpretation, as suggested 
by Shannon, we agree that this report should probably be classified as “unknown 
outcome.” Inclusion of this case in the “unknown outcome” category, however, does not 
diminish the concern of the significant potential for fetal malformation in continuing 
pregnancies after exposure to mifepristone and misoprostol. In fact, as this AER 
illustrated, there was sufficient concern by Danco Laboratories that it provided 
information on the ultrasound findings of Mobius syndrome to the patient’s obstetrician, 
but apparently not enough concern to follow up in 7 months to document the outcome of 
the pregnancy. 

The paucity of follow-up information in this AER is another example that demonstrates 
the inadequacy of AER documentation of fetal exposure to mifepristone. The Food and 
Drug Administration (FDA) guidance regarding drugs used during pregnancy indicates: 
Regardless of findings from animal studies, we recommend that a pregnancy 
exposure registry be seriously considered when it is likely that the medicinal 
product will be used during pregnancy as therapy for a new or chronic 


condition. 
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Sirenomelia has been reported after exposure to mifepristone alone in the first trimester.’ 
Since, as Shannon writes, an ongoing pregnancy is “an expected event following the use 
of mifepristone,” then a pregnancy registry should have been started at the time of 
approval. In fact, the FDA states: 

For clinical trials of a medicinal product for use during pregnancy a follow-up 
study of the pregnancy, fetus and child is important/ 

Neither the single, nonrandomized, nonblinded, uncontrolled trial used for the initial 
approval of mifepristone nor the distribution and use of mifepristone by the manufacturer 
has been characterized by the production of the FDA-recommended follow-up reports, 
including those for fetal exposure to potential teratogens. 

In fact, of the 278 cases of AERs reporting “continuing pregnancy,” 184 did not even 
document whether the fetus was viable. Of the 22 that did document viability into the 
second trimester, if we include Shannon’s case, 10 had no documented follow-up. Of the 
remaining 12 with some documentation, 9 terminated without any documentation of fetal 
morphology, 2 had documented malformations, and only 1 was enrolled in a “fetal 
registry.” However, the Organization of Teratogen Information Services has no record of 
any fetal registries involving mifepristone.'' 

We agree that a “rate of fetal malformations cannot be calculated from the reported 13 
cases.” In fact, the FDA states, “When risk estimates are calculated, only outcomes from 
prospectively collected data should be included.”’ It is the manufacturer’s ethical 



158 


responsibility to collect and analyze these data. To fail to collect the necessary data 
despite clear guidance from the FDA and then claim that there are no reports of fetal 
anomalies is misleading and raises concerns regarding the sponsor’s ethical compulsion. 

Margaret M Gary MD 

Obstetrician/Gynecologist, Virginia Beach, Virginia 
Donna J Harrison MD 

Chairperson, Subcommittee on Mifeprex, American Association of Prolife Obstetricians 
and Gynecologists, Eau Claire, Michigan 

Reprints: Dr, Harrison, American Association of Prolife Obstetricians and 
Gynecologists, PO Box 414, Eau Claire, Michigan 491 1 1-0414, djharrison@juno.com 
(269)-461-3412 phone 


Drs. Gary and Harrison are members of the Subcommittee on Mifeprex of the American 
Association of Prolife Obstetricians and Gynecologists (AAPLOG), the largest interest 
group of the American College of Obstetricians and Gynecologists. AAPLOG has filed a 
Citizen Petition with the Food and Drug Administration requesting withdrawal of 
mifepristone based on safety considerations. 
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M ifepristone was approved for use as an abortifacient in 
the US in Septera^r 2000, amidst a firestorm of con- 
troversy. Efficacious as an abortifacient in combination 
with misoprostol, current use of mifepristone in die US has 
resulted in at least 2 deaths in otherwise young healthy 
women. Significant deviations fi-om the nonnal Food and 
Drug Administration (FDA) requirements for drug ap- 
proval have led to legal challenge. In August 2002, the 
American Association of Prolife Obstetricians and Gyne- 
cologists, the Christian Medical Association, and Con- 
cerned Women for America jointly filed a Citizen Petition 
with the FDA, requesting the FDA to revoke its approval of 
mifepristone as an abortifacient.* The petition cites major 
deficiencies in the aberrant process that the FDA followed 
for approving mifepristone, rendering this approval invalid. 

Mifepristone Approval Process 

Since its discoveiy in the 1 970s by Roussel Uclaf, mifepri- 
stone was initially investigated lor antiglucocorticoid activi- 
ties,^ but was found to have significant activity as an an- 
tiprogesterone useful for termination of pregnancies in the 
first and second trimesteis.^ The contragestive mechanism 
is primarily due to the effect of mifepristone on the mater- 
nal endometrium, not the chorionic villi.'* This observation 
leads one to accurately predict the failure of mifepristone 


Author information provided at the end of the text. 

Dr Harrison is Chairman, Subcommittee on Mifeprex, American 
/^sociation of Pro Life Obstetricians and Gynecologic, and coau- 
thor of the Citizen Petition currently before the Food and Ehxig 
ministration. 


to treat ectopic pregnancies. By causing necrosis of the en- 
dometrium, mifepristone induces the death of the fetus, but 
is only weakly effective at inducing subsequent uterine 
contractility. Therefore, to achieve acceptable clinical effi- 
cacy as an abortifacient, mifepristone must be used in 
combination with a prostaglandin (currently misoprostol) 
that induces uterine contractility and, thus, evacuation of 
the products of conception. Mifepristone was approved as 
an abortifacient in France in April 1990. Ulmarm, the de- 
veloper of mifepristone for Roussel/Hoechst, summarized 
the history of the introduction of mifepristone to the US*: 

In the meantime. President Clinton wrote to Hocchst asking the compa- 
ny to file a New Drug Application (NDA) with the FDA (an unprece- 
dented situation in the pharmaceutical indushy!), which Hoechst intran- 
sigentiy refused to do. It also refused our proposal for a new venture, ar- 
guing that a start-up company run by former Roussel employees would 
not protect Roussel and Hoechst from potential problems linked to the 
product... .Finally, the proposed solution was to give the rights (includ- 
ing the manufacturing know-how) to the PC {Population Council], 
which would be solely responsible for Mifepristone in the United States 
and would be entitled to take all necessary steps to make it available. 

The PC sid5sequently gave the right to manufacture and dis- 
tribute mifepristone to a company, newly created solely for 
this purpose, called Danco. The Population Council/Danco 
then filed an NDA in 1996. A US trial of the efficacy and 
safety of the combination of oral mifepristone 6(X) mg fol- 
lowed 2 days later by oral misoprostol 400 pg,*’ as well as 
some limited French data on mifepristone, were submitted 
as part of the NDA for mifepristone. 

Aberrance In the FDA Approval Process 

ACCEPTANCE OF NONCONTROLLED, NONBLINDED, 
NONRANDOMIZED STUDIES 

The normal FDA approval process requires 2 random- 
ized, blinded, controlled trials to answer questions regard- 
ing safety and efficacy of the drug. The use of randomized 
controlled trials is required by the FDA in its own adminis- 
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trative laws as the basis for the drug approval process. 
“Uncontrolled studies or partially controlled studies are not 
acceptable as the sole b^is for the approval of claims of 
effectiveness.”’ The results of these trials are submitted to 
the FDA for statistical analysis and a review by the perti- 
nent advisory committee, which then recommends to ap- 
prove or not approve the drug. Final approval or rejection 
is made by the pertinent subdivision of the FDA. 

However, data submitted to the FDA from the US, as 
well as data from France, leading to the approval of mifepri- 
stone were not gathered from controlled, randomized, or 
blinded trials. The FDA statistical review highlights this 
aberrancy; “In the absence of a concuirent control group in 
each of these studies, it is a matter of clinical judgment 
whether or not the sponsor’s proposed therapeutic regimen 
is a viable alternative to uterine aspiration for the termina- 
tion of pregnancy.”* 

In addition, an FDA investigation of the French data 
raised concerns about falsification’: 

Review of the study records revealed a failure to maintain compJcte 
and accurate records; eg, laboratory reports that were missing for 8 of 
44 subjects in study 14, and 3 of 52 subjects for study 24. Wrong dates 
were on lab reports or wrong dates reported for 1 1 of 44 subjects for 
study 14, One lab report for each study had the date changed from an- 
other existing lab report to make them appear to be separate new re- 
poits; missing ultrasound documents for 13 of 44 subjects for study 14 
and 7 of 52 subjects for study 24; pages missing from the case record 
files and unreported aspirations; four ineligible subjects who were en- 
tered into study 14; consent forms were dated after the start of study for 
some subjects, and the investigator had siped c«'n'''ent form sometimes 
in advance, up to 4 days before the subjects had signed Other problems 
included under-reported side effects; eg, a palicni bleeding with two 
subsequent aspirations; convulsions reported as fainting; an expulsion 
which was actually a surgical evacuation; bleeding, nausea and contrac- 
tioas, or bleeding and pelvic pain. 

The FDA promulgates standards for clinical trials as out- 
lined by the International Conference for Harmonisation 
(ICH) of Technical Requirements for Registration of Phar- 
maceuticals for Human Use.*“ During an FDA investigation 
of a research site, the discovery of falsification of records 
can invalidate the data from that site. Approving a drug on 
the basis of uncontrolled trials with data m violation of ICH 
Good Clinical Practice guidelines was a clear deviation 
from FDA standards. Further, since both the US clinical tri- 
al data and the suspect French data were obtained from un- 
controlled studies, and thus susceptible to significant bias, 
the scientific merit of such studies is insufficient to warrant 
approval of any dmg, including mifepristone. 

INAPPROPRIATE USE OF SUBPART H AS THE LEGAL 
BASIS FOR APPROVAL OF MIFEPRISTONE 

In response to the AIDS crisis, the FDA reconsidered ite 
process for approving drugs intended to treat serious and 
life-threatening illnesses. This process culminated in 1992 
with the adoption of the FDA’s Subpart H — Accelerated 
Approval Regulations"; 

This subpart applies to certain new drug products that have been stud- 
ied for their safety and effectiveness in treating serious or life-threatoi- 
ing illnesses and that provide meaningful therapeutic benefit to padenls 
over existing treatments (eg, ability to treat patient.s unre^tmsive to, ot 
intolerant of, available therapy, or improved patient response over 
available therapy). 


Other than mifepristone, the FDA has used this rule only 
to approve drugs for AIDS, cancer, sepsis, and leprosy.*’’’^ 
Mifepristone was an inappropriate candidate for Subpart H 
because it neither treats a serious or life-tlireatening illness 
nor provi^ a therapeutic benefit over surgical abortion. 

The FDA’s improper use of Subpart H appears to have 
been driven by the agency’s concern about the inherent 
risks of the mifepristone regimen. The FDA approved 
mifepristone under the restricted distribution provision, 21 
CFR §3 14.520, which allows the agency to impose safety 
resteictions on drugs approved under its auspices. The FDA, 
confronted by the Population Council’s refusal to establish 
voluntary restrictions on the use and distribution of mifepris- 
tone, viewed Subpart H as the only available regulatory vehi- 
cle that might allow for the potential to control some of the 
dangers of the mifqiristone/misoprostol regimen. 

FDA SANCTION AND MANDATE OF THE OFF-LABEL USE 

OF MISOPROSTOL 

Ultimately, the FDA based its approval of mifepristone 
on the combined action of a mifepristone/raisoprostol regi- 
men. However, Searle, the manufacturer of misoprostol, 
did not file a Supplemental NDA for the use of misopros- 
tol as part of an abortion regimen. Since Searle did not pur- 
sue approval of misoprostol for use in abortion, the FDA 
lacked the basis for sanctioning a new indication for miso- 
prostol. Peter Barton Hutt, a former FDA general counsel, 
commented that the agency’s treatment of misoprostol “set 
an extraordinary precedent” because the FDA was “seem- 
ingly encouraging a drug’s unapproved use.” Hutt also 
commented that the agency is in an “embarrassing and un- 
comfortable position.’"^ By including misoprostol within 
the labeling for mifepristone, the FDA mandated the unap- 
proved use of misoprostol as part of the mifepristone abor- 
tion regimen, and did this in the face of strenuous objec- 
tions from the manufacturer of misoprostol 

On August 23, 2000, Searle wrote an open letter to all 
healthcare practitioners stating that “Cytotec is not ap- 
proved for the induction of labor or abortion.” The letter 
listed a number of potential “serious adverse events report- 
ed following off-label use of Cytotec in pregnant women, 
including maternal or fetal death.”'* Several key abortion 
advocates decried Searle’s lack of cooperation.” The FDA’s 
approval of the mifepristone regimen in the face of Searle’s 
opposition appears to have usurped Searle’s rights to con- 
trol the distribution of its drug. 

UNEXPLAINED WAIVER OF THE PEDIATRIC RULE 

In the US, the annual number of abortions in adoles- 
cents <17 years of age is approximately 360 000.** Thus, a 
large number of this population are candidates for mifepri- 
stone terminations. The FDA is required to test a drag in 
the pediatric population if that drug is intended for use in 
that population.” The FDA guidelines for trials in the pedi- 
atric population state that the adolescent subgroup should 
extend from “12 to 16-18 years.”’® The FDA approval let- 
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ter to the Population Council in September 2000 cl^ly 
states this requirement’ : 

Be advised that, as of April !, 1999, all applications for new active in- 
gredients, new dosage forms, new indications, new routes of adminis- 
iration, and new dosing regimens are required to contain an assessment 
of the safety and effectiveness of the product in pediatric patients unless 
this requirement is waived or defened.”” 

Then, inexplicably, the FDA continued in the next sen- 
tence of the letter; “We are waiving the pediatric study re- 
quirement for this action on this application.” When the 
FDA waives its own rule, it is required that an appropriate 
explanation of the rationale for the waiver be given along 
with the waiver. When the FDA adopted the pediatric as- 
sessment rule, the agency stated^^: 

FDA agrees that Ihe burden is cm die manufacturer to justify waivos, but 
believes that the rule already adequately imposes that Uirdeti. TTie rule re- 
quires both a certification from the manufacturer that the pounds for 
waiver have been met and an adequate jastificatiem for the waiver request 

No such explanation was provided. 

As explained later, the gestational age of a pregnancy 
must be determined precisely (±1 wk) to minimize the 
risks of hemorrhage, incomplete abortion, and ongoing 
pregnancies. Since adolescents are particularly poor histo- 
rians and often have difficulty allowing a complete pelvic 
examination, it is particularly frightening that the approved 
method of pregnancy dating for mifepristone abortion is 
by patient history and physical examination alone. Since 
careful follow-up is necessary to confirm completion of 
mifepristone abortions, it is equally concerning that ado- 
lescents are at higher risk of loss to follow-up, especially 
since these abortions are available without parental notifi- 
cation or consent. Thus, the FDA improperly approved 
mifepristone for use in pediatric patients without requiring 
safety and effectiveness testing addressing the special safe- 
ty concerns of adolescent users. 

APPROVED MIFEPRISTONE REGIMEN DOES NOT MIRROR 
CUNICAL TRIAL CONDITIONS 

Data generated from the US clinical trial of mifepristone 
formed the basis for the FDA’s evaluation of the safety of 
mifepristone in clinical use.^ But the frequency and types 
of complications and adverse events generated by the trial 
were highly dependent upon the inclusion entena and clin- 
ical circumstances surrounding the trial. Inclusion criteria 
for the US clinical trial included a transvaginal ultrasound 
of each pregnancy to precisely determine gestational age, 
as well as to rule out ectopic pregnancy. Each practitioner 
who dispensed mifepristone was a physician experienced 
in surgical abortion with admitting privilege at an emer- 
gency care facility capable of resuscitation and surgical 
evacuation located within I hour of the patient." 

In contrast, the final mifepristone procedure approved 
by the FDA does not require ultrasound confirmation of 
gestational age and intrauterine location, does not require 
that the dispensing practitioner be a physician or that the 
practitioner have any skills in surgical abortion, ultrasound 
dating of gestational age, or even any skills in handling the 
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known complications of the mifepristone regimen. The 
FDA also did not retain requirements governing physician 
training in the use of mifepristone or the 4-hour waiting 
period after misoprostol is given. The FDA should not 
have extrapolated conclusions about the safety and effica- 
cy of its approved regimen from data generated under trial 
conditions not mirroring the approved regimen. Effective- 
ly, therefore, the agency approved a drug regimen that it 
had not tested. 

Mifepristone Regimen Unsafe for American 
Women 

LACK OF MANDATORY ULTRASOUND CONFIRMATION OF 
GESTATIONAL AGE INCREASES THE RISK OF ADVERSE 
EVENTS DURING MIFEPRISTONE ABORTIONS 

The failure rate of mifepristone/raisoprosto! from the 
US clinical trial was 8% at ^9 days’ gestation, 17% at 
50-56 days’ gestation, and 23% at 57-63 days’ gestation.*’ 

Failures, defined as cases requiring surgical intervention for medical 
reasons or because the patient requested it, the abortion was incom- 
plete, or the pregnancy wa.s ongoing, increased with increasing duration 
of pregnancy, "nie largest increase was in failures representing ongoing 
pregnancy, which increased from 1% in the S49 days’ group to 9% in 
the 57-63 days’ group (p < 0.001). Abdominal pain, nausea, diarrhea, 
and vagina! bleeding also increased with advancing gestational age. 
Two percent of the women in the S49 days' group as compared with 
4% in each of the other two groups were hospitalized, underwent suigi- 
cal intervention, and received intravenous fluids (p < 0.008). 

Thus, a precise knowledge of the gestational age of the 
pregnancy is critically important for minimizing adverse 
events such as excessive bleeding necessitating emergency 
surgical intervention and transfusion and retained tissue 
leading to increased risk of infection. Such precision in 
dating (±1 wk) can be obtained only by ultrasound and, in- 
deed, an ultrasound for gestational age confirmation was 
required for inclusion in the US trial. However, the FDA 
did not require ultrasound before administration of mife- 
pristone. The only way to ensure intrauterine location is by 
ultrasound, which te FDA did not require prior to mifepris- 
tone administration. 

Furthermore, the ultrasound requirement for inclusion in 
the US trial of mifepristone not only served to confirm gesta- 
tional age, but also to rule out ectopic pregnancy. Ectopic 
pregnancies were excluded from the US clinical trial because 
mifepristone does not result in termination of an ectopic 
pregnaiKjy. According to the practice guidelines {xiblished by 
the American College of Obstetrics and Gynecology^: 

Women may even experience symptom resolution consistent with a 
complete medical abortion and still have a persisteni gcsiational sac or 
even an Ktopic pregnancy. She will undoubtedly micipivf bleeding and 
pain as ctmsisicnt with a pharmaceutical abortion, since these are near- 
ly universal effects of mifepristone and misoprostol. 

Since the symptoms of ectopic pregnancy mimic the symp- 
toms of abortion by mifepristone, it is critically important 
that the pre^ancy be documented to be intrauterine prior to 
administtation of mifepristone. The only way to ensure in- 
trauterine location is by ultrasound, which the FDA did not 
require prior to mifepristone administration. 
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LACK OF PROVIDER TRAINING INCREASES THE RISK OP 
SEVERE ADVERSE EVENTS DURING MIFEPRISTONE 
ABORTIONS 

Since 2~4% of the subjects in the US tnal required sur- 
gical termination, often under emergent circumstance, die 
skill and training of the abortion practitioner become of 
paramount importance in minimizing morbidity and mor- 
tality from the mifepristone/misoprostol abortion proce- 
dure. For this reason, the principal investigators at each site 
were limited to physicians who were experienced with sur- 
gical abortion techniques and had admitting privileges at a 
medical facility capable of emergency care located within 
one hour of the patient.^"* The FDA did not require similar 
skills in current mifepristone providers. 

THE FDA’S FAILURE TO APPLY ADEQUATE RESTRICTIONS 
ON USE OF MIFEPRISTONE INCREASES THE DANGER OF 
SEVERE ADVERSE EVENTS 

Prior to the final approval of mifepristone, the EDA pro- 
posed that providers of the mifepristone/misoprostol regi- 
men must be licensed physicians who are trained to per- 
form abortions and also trained to assess the gestational 
age of the pregnancy by ultrasound and diagnose an ec- 
topic pregnancy by ultrasound. Furtheimore, because of the 
frequent need for emergent suigical evacuation, the provider 
must have admitting privileges to a medical fecility capable 
of resuscitation and suigical evacuation.” These restrictions 
would have made the postmarketing use of mifepristone/ 
misoprostol mirror the clinical trial and, hopefully, mini- 
mized the significant risks of hemorrhage and retained tis- 
sue. However, these restrictions were opposed by abortion 
advocates as unreasonable. 

The Population Council and Danco argued that non- 
physicians should be able to dispense the drug and that (lie 
abortion provider need not have admitting privileges or 
even the skill to evacuate a uterus, since adequate follow- 
up care would be provided if the woman were simply di- 
rected to go to a local emergency department for heavy 
bleeding.” Ralph Hale MD, executive vice president of 
American College of Obstetricians and Gynecologists, and 
E Ratclilfe Andereon MD, executive vice president of the 
American Medical Association, wrote a letter to Dr Jane 
Henney of the FDA condemning the proposed restrictions, 
especially the requirement for ultrasound: “Requiring ul- 
nasound to date a pregnancy or determine if diere is an ec- 
topic pregnancy is not required to administer the daig safe- 
ly and correctly. Physicians and patients can quite accu- 
rately date a woman’s pregnancy.”^’ 

Hale’s statement stands ni sharp contrast to data from 
the US clinical trial.^* In a study comparing gestational age 
estimates based on the last reported menstrual period wifli 
those generated through ultrasound in patients presenting 
for medical abortion, the former method was shown to be 
significantly inaccurate in approximately half of the cases. 
The authors observed: 

It is interesting that in Uiis population of women seeking abortion the 
ge.stationai age according to the LMP [last menstrual period] was veri- 


fied by the transvaginal ultrasonographic examination only 48% to 
56% of the time when a gestational sac was present and only 55% to 
64% of the time when an embryonic pole was present. . . . These results, 
d»ugh, do not even include those women who were excluded from the 
sbidies because the ultrasonographic examination findings were so dif- 
foent ftom the dates by LMP that the estimation of gestational age was 
changed too much for them to be included. 

At the end of the political maneuvering, politics triun^hed 
over patient safety, and the proposed FDA resttictions were 
^tted to impotency prior to approval of mifepristone. 

MIFEPRISTONE HAS BEEN RESPONSIBLE FOR DEATHS AS 
WELL AS NUMEROUS SEVERE ADVERSE EVENTS IN 
NORTH AMERICA 

On April 17, 2002, Danco, with FDA assistance, issued a 
letter to healthcare providers to alert them to ‘T^ew Safety In- 
formation” that included a number of reports of serious ad- 
verse events that had been experienced by women who were 
undergoing or had recently completed the mifepristone regi- 
men.” The FDA obtained this information through its volun- 
tary Adverse Event Rq)orting system. A numt^r of patients 
had developed ruptured ectopic pregnancies; one of these 
women died from hemorrhage. The letter also reported “two 
cases of senous systemic bacterial infection (one fatal).” The 
fatality apparently precipitated a halt in the Population Goun- 
cil’s Canadian clinical trials of mifepristone.” Most recently, 
an 18-year-old woman in California died, apparently of 
overwhelming sepsis during her mifepristone abortion. Fi- 
nally, a 2 1-year- old woman suffered a myocardial infarction 
3 days after she completed the mifepristone regimen.”-^’ 
Two of the patients who were reported to have developed 
life-threatening adverse events were 15 years old.^**” 

The FDA acknowledged that these life-threatening 
events are rare in healthy women and yet had occurred 
during the mifepristone abortion process.^ With respect to 
bacterial infection, for example, the FDA observed that”-*’: 

the rate of serious infection as a complication of pregnancy is 3,5 per 
1000 pregnancies, Uterine infection occurs in 0.1-4,7% of first 
trimester surgical abortions and in 0.0-6. 1% of medical abortions. In 
the past, it was most often associated with illegal abortions. It rarely oc- 
curs with pelvic surgery or even with otherwise normal childbirth. 

The FDA similarly noted the unusual nature of a myocar- 
dial infarction in a young woman^"’^*: 

The single heart attack occurred in a 21 year old. A heart attack in very 
young women is extremely rare. ... In 1 997, the rate among US women 
agal 20-24 years was 0.1 9 per 100000 women. 

The occuirence of 2 cases of fatal bacterial infection, as 
well as a myocardial infarction in a 21-year- old woman, is 
cause for significant concern. The real ratio of serious ad- 
verse events to total uses of the mifepristone regimen is 
only speculative because serious adverse event reporting is 
voluntary and, thus, likely incomplete and because it is not 
publicly known how many times the mifepristone regimen 
has been used. 

The precedent for responding to events of such severity 
within the healtltcare industry has been set. The Joint Com- 
mission on Accreditation of Healdicare Organizations (JC- 
AHO) has developed an approach for investigating adverse 
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events similar in gravity to those that prompted the issuance 
of the letter to healthcare provideis. The JCAHO looks for 
“sentinel events” that are “unexpected occurrences” in- 
volving death or serious physical or psychological injury, 
or the risk thereof/’ Sentinel events signal the need for the 
commencement of a root cause analysis of the evente. It is 
particularly important that the FDA react to these sentinel 
events because the clinical trials underlying the approval of 
the mifepristone regimen did not adhere to the FDA’s en- 
dorsed scientific methodology for such trials. The substan- 
dard trial design of the US and French clinical trials pre- 
cluded an accurate estimation of the safety of mifepristone 
compared with the existing available alternatives. More- 
over, die FDA did not require die sponsor to conduct rigor- 
ous Phase IV studies, which could have compensated for 
some of these deficiencies by generating additional safety 
data 

Summary 

The approval and u.se of mifepristone as an abortifacient 
m the US have been shrouded in controversy. Deviations 
from evidence-based medicine standart^ of research cast 
doubt on the safety of the current use of this dmg. At least 2 
preventable fatalities have occurred in the US, not to men- 
tion odier life-threatening complications. Numerous viola- 
tions of the FDA’s own procedural rules demand a revoca- 
tion of the approval of mifepristone as an abortifacient. The 
Citizen Petition requesting this revocation, filed in August 
2002, has documented these and numerous other safety 
concerns. To date, the RU-486 Suspension and Review Act 
currently before Congress suspends the approval of mife- 
pristone as an abortifacient and calls for Congressional re- 
view of the conduct of the FDA in that approval.'*^'’’ 

Byron C Calhoun MD FACOG FACS, Division of Maternal-Fetal 
Medicine: Director, Antepartum Diagnostic Center, Rockford. IL 
Donna J Harrison MD, Chairman, Subcommittee on Mifeprex, 
American Association of Pro Life Obstetricians and Gynecologists. 
Holland, MD 

Reprints: Donna J Harrison MD. American Association of Pro Life 
Obstetricians and Gynecologists, 844 S. Washington, Suite 1600, 
Holland. Ml 49423, 
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BEFORE THE DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


5 Citizen Petition re: Request for ) 

Stay and Repeal of the Approval of ) 
Mifeprex (mifepristone) for the Medical ) 
Termination of Intrauterine Pregnancy ) 
through 49 Days’ Gestation ) 

10 


CITIZEN PETITION AND REQUEST FOR ADMINISTRATIVE STAY 

The American Association of Pro Life Obstetricians and Gynecologists (“AAPLOG”), 

15 the Christian Medical Association (“CM A”), and Concerned Women for America (“CWA”) 
(collectively, “the Petitioners”) submit this Petition pursuant to 21 C.F.R. §§ 10.30 and 10.35; 

21 C.F.R. Part 314, Subpart H (§§ 314.500-314.560); and Section 505 of the Federal Food, Drug 
and Cosmetic Act (21 U.S.C, § 355).' The Petitioners urge the Commissioner of Food and Drugs 
to impose an immediate stay of the approval by the Food and Drug Administration (“FDA” or 
20 “agency”) of Mifeprex™ (mifepristone; also, “RU-486”),^ thereby halting all distribution and 

marketing of the drug, pending final action on this Petition. In addition the Petitioners urge the 
Commissioner to revoke FDA’s approval of Mifeprex and request a full FDA audit of the 
Mifeprex clinical studies.’ 


' Federal Food, Drug, & Cosmetic Act of 1938 (“FD&C Act”), Pub. L. No. 75-7 i 7, 52 Stat. 1040(1938) (codified 
as amended at 21 U.S.C. §§301 et seq.). 

’ The New Drug Application for Mifeprex, which was filed by the Population Council, was approved on September 
28, 2000. Mifeprex is distributed by Danco Laboratories, a licensee of the Population Council. 

’ The Petitioners will, at times, cite to documents contained in FDA’s January 3 1 , 2002 public release of documents 
(approximately 9,000 pages in 94 flies) made pursuant to a Freedom of Information Act request (“FDA FOIA 
Reiease”) filed by the non-profit organization, Judicia! Watch. These bracketed citations will reflect the page 
numbering FDA has stamped on the bottom of each page, for example: [FDA FOIA Release: MIF 000001-05]. The 
FDA webpage posting the 94 flies is: <http://www.fda.gov/cder/aichives/mifepristone/defauit.htm>. Since the 
initial release FDA has edited some of the 94 files. Flowever, the stamped page numbers have not changed. 
Additionally, many footnotes refer to Appendix A to this Petition, which contains a selected bibliography. 
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I. ACTION REQUESTED 

The Petitioners respectfully request that the Commissioner immediately stay the approval 
of Mifeprex, thereby halting alt distribution and marketing of the drug pending final action on 
this Petition. They urge the Commissioner to revoke market approval for Mifeprex in light of 
5 the legal violations and important safety concerns explained below. In addition, they request a 
full FDA audit of all records from the French and American clinical trials offered in support of 
the Mifeprex NDA. 

10 |[. INTEREST OF THE PETITIONERS 

While it is true that the Petitioners have consistently opposed abortion and continue to do 
so, a careful examination of the claims made in this petition should alert people of conscience on 
either side of this issue that women are being harmed. Regardless of one’s position on abortion, 
15 FDA’s violations of its standards and rules have put women’s health and lives at risk. The 

Petitioners are non-profit organizations that share a great concern about women’s health issues. 
The American Association of Pro-Life Obstetricians and Gynecologists (“AAPLOG”) is a 
recognized interest group of the American College of Obstetricians and Gynecologists 
(“ACOG”), currently representing over 2,000 obstetricians and gynecologists throughout the 
20 United States of America. The Christian Medical Association, founded in 1931, is a professional 
organization with thousands of physician members representing every medical specialty. 
Concerned Women for America (“CWA”), founded in 1979, is the largest public policy 
women’s organization in the United States with members in every State and a total membership 
exceeding 500,000. 

25 


2 
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m. STATEMENT OF GROUNDS 
A. SUMMARY OF THE PETITIONERS’ ARGUMENTS 

5 Good cause exists to grant an immediate stay of the agency’s September 28, 2000 

Mifeprex approval.’ Good cause also exists for the subsequent revocation of that approval’ As 
established herein, (1) the approval of Mifeprex violated the Administrative Procedure Act’s 
prohibition on agency action that is arbitrary, capricious, an abuse of discretion, or otherwise not 
in accordance with law;* (2) FDA’s approval of Mifeprex violated 21 U.S.C. § 355 because the 
10 drug does not satisfy the safety and labeling requirements of that section; and (3) the agency 
approved Mifeprex despite the presence of substantial risks to women’s health. 

This Petition represents the latest attempt by members of the medical community and 
other concerned observers to warn FDA of the dangers posed by Mifeprex abortions to the health 
of women.’ Women undergoing Mifeprex abortions risk, among other problems, uncontrolled 
15 fatal hemorrhage and serious bacterial infections. Mifeprex abortions particularly endanger 

women with ectopic pregnancies and those whose pregnancies have progressed beyond 49 days.* 


’ when FDA approved the Population Council’s NDA for mifepristone, it approved the drug for use in conjunction 
with miiJoprostol. In this Petition, “Mifeprex Regimen” will refer to the combined use of Mifeprex and misoprostol 
to effect an abortion. 

’ See 21 C.F.R. § 314.530 (“Withdrawal Procedures”). 

* 5 U.S.C. § 706(2)(A). 

’ On February 28, 1995, Americans United for Life and other groups and individuals filed a Citizen Petition with 
FDA requesting it to “refuse to approve any NDA for RU 486 for use as a pharmaceutical abortifacient that does not 
contain adequate evidence that the drug has undergone nonclinical and clinical safety and effectiveness trials.” The 
petitioners also set forth a number of factors for the agency to consider. Americans United for Life et a!., Citizen 
Petition (Feb. 28 1995)[FDA FOIA Release: MIF 006144-6248]; see also, Letter, Ronald G. Chesemore, Associate 
Commissioner for Regulatory Affairs, FDA, to Gary L. Yingling, McKenna & Cuneo (March 20, 1995) (one-page 
letter suggesting that the petition was premamrely filed and claiming to be a “full response”)[FDA FOIA Release: 
MIF 006250]. 

* The gestational age of a pregnancy is based on the first day of a woman’s last men-strual period, which is 
designated as Day 1 of the pregnancy. On Day 49, a woman is deemed to be seven weeks pregnant, which means 
she has experienced 49 days of amenorrhea (time elapsed since the beginning of her last menstrual period). 
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Warnings about these dangers, together with FDA’s own concerns about the safety of the 
abortion regimen, went unheeded. On September 28, 2000, FDA approved the new drug 
application (“NDA”) for Mifeprex.® The initial reports of life-threatening and fatal adverse 
events appear to bear out the safety concerns underlying the pre-approval warnings. The Petition 
5 highlights a number of agency actions that were arbitrary, capricious, an abuse of discretion, or 
otherwise not in accordance with the law. These serious departures from standard agency 
practice allowed the NDA for Mifeprex, a drug that is not safe for its intended use, to be 
approved by FDA.'° 

First, the approval of Mifeprex violated the legal requirements of FDA’s Accelerated 
10 Approval Regulations found in Subpart H." Mifeprex is not a drug for the treatment of a serious 
or life-threatening illness. It does not demonstrate the potential to address an unmet medical 
need because a less dangerous and more effective alternative for performing abortions already 
exists. It appears that FDA’s decision to use Subpart H was motivated by its concern that, 
without restrictions, the drug could not be used safely. Rather than attempting to compensate for 


Ovulation for the small percentage of woman with a perfect 28 day cycle typically takes place between Days 12 and 
14 and fertilization typically takes place 24 to 48 hours later. 

’ See U.S. Department of Health and Human Services, HHS News, Press Release POO-19, “FDA Approves 
Mifepristone for the Termination of Early Pregnancy,” September 28,2000, A selection of FDA documents 
relevant to its approval of Mifeprex may found at: <http://www.fda.gov/cder/drug/infopage/mifepristone>; and on a 
second page: <http://www,fda.gov/cder/foi/nda/2000/20687_mifepristone.htm>. 

FDA’s unlawful approval of Mifeprex may not be unprecedented. The medical-scientific community and the 
mainstream press have called attention to a number of other instances in which one could question whether drugs 
and medical devices have been improperly approved. See, e.g., Richard Horton, “Lotronex and the FDA: A Fatal 
Erosion of Integrity, ”iance/ 357 (May 19, 2001): 1544-1545; David Willman, “How a New Policy Led to Seven 
Deadly Drugs,” Los Angeles Times (Dec. 20, 2000): at A 1 ; Kit R. Roane, “Replacement Parts: How the FDA Allows 
Faulty, and Sometimes Dangerous, Medical Devices onto the Market,” U.S. News & World Report (July 29, 2002): 
54-59 (discussing FDA’s recent approval policies regarding medical devices). 

" 21 C.F.R. §§ 314.500-314.560. FDA’s Accelerated Approval Regulations are set forth at 21 C.F.R. Part 314, 
Subpart H (“Accelerated Approval of New Drugs for Serious or Life-Threatening Illnesses”) (“Accelerated 
Approval Regulations” or “Snbpart H”). The Accelerated Approval Regulations were promulgated by FDA after 
notice and comment: New Drug, Antibiotic, and Biological Product Regulations; Accelerated Approval, Proposed 
Rule, 57 Fed. Reg. 13234 t, April 15, 1992) {“Subpart H Proposed Rule") and New Drug, Antibiotic, and Biological 
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the inherent dangerousness of Mifeprex by inappropriately resorting to the Subpart H approval 
mechanism, FDA should simply have refused to approve Mifeprex. {See Section III.D., infra) 
Second, Mifeprex was not proven to be “safe and effective” as required by law.'^ The 
scientific quality of the trials used to support the NDA was undeniably deficient according to 
5 Congress’s statutory requirements and FDA’s well-established standards.” The trials were not 
blinded, randomized, or concurrently controlled. FDA failed to explicitly waive its rales or offer 
a reasoned explanation for defying its own standards. {See Section III.E., infra.) 

Third, the Mifeprex Regimen requires that Mifeprex be used in conjunction with another 
drug, misoprostol. FDA, however, has never approved misoprostol as an abortifacient. 

10 Although FDA normally opposes the promotion of off-label uses, in connection with the 

Mifeprex NDA, the agency sanctioned and itself participated in the promotion of the off-label 
use of misoprostol. Mifeprex, the label of which creates the false impression that misoprostol is 
approved for use as an abortifacient, is misbranded. {See Section III.F., infra.) 

Fourth, and most critically, the Mifeprex Regimen is dangerous. FDA sought, without 
15 success, to convince the drug sponsor to place safety restrictions on Mifeprex. When that failed, 
on June 1, 2000, FDA itself proposed restrictions intended to reduce the unacceptable health 
risks associated with mifepristone abortions. Nevertheless, the agency, under concerted pressure 
from abortion advocates and politicians, ultimately approved mifepristone for use in a 
deregulated regimen that lacks key safeguards. For example, the regimen does not include a 
20 requirement that transvaginal ultrasound be used to date pregnancies and rule out ectopic 

Product Regulations; Accelerated Approval, Final Rule, 57 Fed. Reg. 58942 (Dec. 11,1 992) {“Subpart H Final 
Rule") (available at: <http://www.fda.gov/cder/fedreg/frl992121 1. txt>). 

See 21 U.S.C. § 355. 

” Sce21C.F.R. §314.126. 
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pregnancies, which cannot be treated with the Mifeprex Regimen. In addition, FDA failed to 
restrict access to mifepristone to physicians trained in the provision of Mifeprex and surgical 
abortions and capable of treating complications arising from abortions. Concerns about the 
dangers of Mifeprex were confirmed when Danco and FDA announced publicly on April 1 7, 

5 2002, a number of serious adverse events, including two deaths. (See Section III.G., mfra.) 

Fifth, the drug’s sponsor has neglected to require Mifeprex providers to adhere to the 
limited restrictions contained in the approved regimen. The sponsor’s inaction is surprising in 
light of the fact that these restrictions are being flouted openly. Section 314,530 authorizes FDA 
to withdraw the approval of a Subpart H drug if a drug’s sponsor does not fulfill its responsibility 
10 of ensuring compliance with the restrictions on the use of the drug. (See Section III.H., infra) 

Sixth, the safeguards employed in the U.S. Clinical Trial are not mirrored in the regimen 
that FDA approved. Transvaginal ultrasounds, for example, although employed in the U.S. 
Clinical Trial, are not required under FDA’s approved regimen. Nor are the trial requirements 
governing emergency care reproduced in the approved regimen. (See Section III.I., infra) 

15 Seventh, FDA’s waiver of its rule, 21 C.F.R. § 314,55, requiring the testing of all new 

drugs for their potential effects on children, has jeopardized the health and safety of American 
teenage girls who may have abortions. FDA expressly contemplated the pediatric use of 
Mifeprex, but waived, without an adequately reasoned justification, the requirement that the drug 
undergo pediatric testing. (See Section III.J., infra) 

20 Eighth, FDA did not require the sponsor of Mifeprex to honor its commitments for Phase 

IV studies, which provide the opportunity to study in-depth the drug’s safety and effectiveness 
after approval. When FDA approved Mifeprex, the agency permitted the Population Council to 
replace the six Phase IV smdy commitments it had made in 1996 with two much narrower 
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commitments. The modified studies will not adequately address outstanding questions, such as 
the effects of mifepristone abortions on women outside the tested age range of 1 8 to 35 years. 
{See Section III.K., mfra.) 

In sum, FDA, in approving Mifeprex, acted in a manner inconsistent with its statutory 
5 authorization, regulations, and well-established policies. FDA did not provide a 

contemporaneous explanation of its numerous departures from past practice. Its aberrant 
actions coupled with the absence of explanations violated a fundamental principle of 
administrative law; an agency must either adhere to prior policies or fully explain why it is not 
doing so.'' The approval of Mifeprex was, therefore, arbitrary, capricious, an abuse of 
10 discretion, or otherwise not in accordance with law. It must be reversed. 

B. FDA APPROVAL OF THE MIFEPREX REGIMEN 

1. The Introduction of Mifepristone into the United States 

15 Roussel Uclaf, a French pharmaceutical firm, first developed and tested mifepristone 

(“RU-486”) as an abortifacient. By April 1990 the drug had become permanently available in 


An agency must explain its reasons for acting in a particular manner. See, e.g., Securities & Exchange 
Commission v. Chenery Corp., 332 U.S. 194, 196-97 (1947) (noting that a court should not “be compelled to guess 
at the theory underlying the agency’s action,” but rather “[i]f the administrative action is to be tested by the basis 
upon which it purports to rest, that basis must be set forth with such clarity as to be understandable.”). Post hoc 
rationalizations cannot salvage the agency’s action with respect to Mifeprex. See, e.g., Martin v, Occupational 
Safety and Health Review Commission, 499 U.S. 144, 156-57 (1991) (pt>.sr /loc rationalizations of counsel “do not 
constitute an exercise of the agency’s delegated lacvmaking powers”); Investment Company Institute v. Camp, 401 
U.S. 617, 628 (1971) (“Congress has delegated to the administrative official and not to appellate counsel the 
responsibility for elaborating and enforcing statutory commands.”). 

" See, e.g., Greater Boston Television Corp. v. FCC, 444 F.2d 841, 852 (D.C. Cir. 1970) (“[A]n agency changing 
its course must supply a reasoned analysis indicating that prior policies and standards are being deliberately 
changed, not casually ignored, and if an agency glosses over or swerves from prior precedents without discussion it 
may cross the line from the tolerably terse to the intolerably mute,”) (footnote omitted) (citing approvingly Motor 
Vehicle Manufacturers Ass 'n v. State Farm Mutual Automobile Ins. Co , 463 U.S. 29, 57 (1983)); JSG Trading 
Corp. V. USDA, 176 F.3d 535, 544 and 545 (D.C. Cir. 1999) (remanding agency action where “the agency 
manifestly failed to explain its abrupt departure from prior precedent” and noting that the agency “was obligated to 
articulate a principled rationale for departing from [its prior] test") (citations omitted); Gilbert v. National Labor 
Relations Board, 56 F.3d 1438, 1445 (D.C. Cir. 1995) (“It is, of course, elementary that an agency must conform to 
its prior decisions or explain the reason for its departure from such precedent.”). 
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France. According to Dr. Andre Ulmann, the Roussel project manager for the development of 
RU-486, Roussel prohibited the commencement of any new studies in the United States and took 
the position that “under no circumstancejs]” would it permit a new dnig application to be filed 
with FDA.'® In fact, “the chairman of Hoechst [the parent company to Roussel] had officially 
5 declared that mifepristone was not compatible with the ethics of the company.’"’ 

Undeterred by Hoechst’s reluctance to bring the drug to the United States, on January 22, 
1993, President Clinton directed Department of Health and Human Services (“HHS”) Secretary 
Donna Shalala to assess initiatives to promote the testing and licensing of mifepristone or other 
antiprogestins in the United States.'* Further signaling that approval of mifepristone by FDA 
10 was a top priority of his Administration, President Clinton reportedly “wrote to Hoechst asking 
the company to file a new drug application with the FDA (an unprecedented situation in the 
pharmaceutical industry!), which Hoechst intransigently refused to do.”" 

In early 1993, Secretary Shalala and FDA Commissioner David Kessler “communicated 
with senior Roussel Uclaf officials to begin efforts to pave the way for bringing RU-486 into the 
15 American marketplace.”™ On May 16, 1994, the Population Council reached an agreement with 
Roussel Uclaf, pursuant to which the European drug maker transferred “without remuneration, 


'® See Andr6 Ulmann, M.D., "The Development of Mifepristone: A Phamiaceutical Drama in Three Acts,” Journal 
ofthe American Medical Women's Association SSlSupfAemetAVMOy. 117-20, at 119. In 1994 Roussel Uclaf joined 
with the German phamiaceutical firm, Hoechst AG, to form Hoechst Roussel Ltd. In 1995, this entity merged with 
a third firm, Marion MeiTell Dow, to form Hoechst Maiion Roussel. In December 1999 Hoechst and Rhone- 
Poulenc combined to form Aventis, S.A., headquartered m Strasbourg, France. 

" Ulmann, infra Appendix A, at 120. 

'* See Memorandum for the Secretary of Health and Human Services, “Importation of RU-486,” Pttblic Papers of 
the Presidents: Administration of William J. Clinton, 1993 (Jan. 22, 1993) at 1 1. 

'* Ulmann, infra Appendix A, at 120 (emphasis in original). 

™ HHS Fact Sheet, "Mifepristone (RU-486): Brief Overview,” (rel. May 16, 1994). Available at: 

<htfp Vwww.hhs.gov/news/press/pre i995pres/9405 1 6.txt>. 
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its United States patent rights for mifepristone (RU-486) to the Population Council . . . 

Secretary Shalaia was instrumental in bringing about the transfer of the patent rights to the 
Population CounciF^ and even set a deadline-May 15, 1994 - for the IransferF^ 

After obtaining the American patent rights to mifepristone, the Population Council 
5 conducted clinical trials in the United States and filed a new drug application in 1 996. The 
Population Council established a non-profit corporation, American Health Technologies 
(“AHT”), to assist in the effort to bring the drug to the market.^** The Population Council 
ultimately granted Danco Laboratories, LLC (“Danco”), which was incorporated in the Cayman 
Islands in 1995, “an exclusive license to manufacture, market, and distribute Mifeprex in the 
10 United States.”^^ Danco, after a difficult search, selected the Chinese drug manufacturer, 


HHS Pre.ss Release, “Roussel Uclaf Donates U.S. Patent Rights for RU-486 to Population Council.” (rel. May 16, 
1994). Available at: <http://www.hhs.gov/news/press/prel995pres/940516.txt>. 

Id. (“Shalaia commended Roussel Uclaf and the Population Council for coming to closure after months of 
complex negotiations amid repeated urging from the Clinton administration.”) 

See William J. Eaton, “Path Cleared for Abortion Pill Use Medicine: French Maker of RU-486 Gives Patent 
Rights to a Nonprofit Group,” Los Angeles Times, May 1 7, 1 994, at A 1 (“Negotiations between the French 
manufacturer and the Population Council dragged on for more than a year until Shalaia set a May 15 deadline, 
producing the agreement , . . .”). 

Dr. Susan Allen, who once served as president and CEO of American Health Technologies, joined the staff of the 
Reproductive and Urologic Drug Products Division in FDA’s Center for Drug Evaluation and Research in 1998 as a 
medical officer and was promoted to team leader for reproductive drugs in January 1 999. See “RU-486 Action Date 
Is Sept. 30; Allen Named Reproductive Division Director,” The Pink Sheet 62 (June 12, 2000): at 14. Dr. Allen 
became acting director of the Division in January 2000 and permanent director on June 18, 2000. See id. The Pink 
Sheet also commented, “Allen is presumably recused from the mifepristone review as a result of her prior 
experience with the product.” Id. 

Danco, ‘The History of Mifeprex, ’’available at <http://www.earlyoptionpill.com/history.php3>. (Danco has 
dubbed mifepristone “the Early Option Pill” for marketing purposes.) Little infonnation about Danco is available. 
See Robert O’Harrow, “RU-486 Marketer Remains Elusive ” Washington Post (Oct. 1 2, 2000); at A 1 8 (“Secretive 
and obscure, Danco is one of the most enigmatic companies in the pharmaceutical industry.”). Danco is apparently 
a successor entity to Advanced Health Technology. See “RU-486 Action Date Is Sept. 30; Allen Named 
Reproductive Division Director,” The Pink Sheet 62 (June 12, 2000): at 14 (reporting that Advanced Health 
Technologies had become Neogen, which, in turn, had become Danco, according to the Population Council and 
Danco, “with some management and investor changes”). 

In 1995 Danco contracted with a Hungarian pharmaceutical firm, Gideon Richter, to manufacture mifepristone 
for American distribution. After Gideon Richter reneged on the contract in February 1997, Danco sued Gideon 
Richter for breach of contract and began searching for a new producer. See "Ru-486: U.S. Partners Sue European 
Manufacturer,” Kaiser Daily Reproductive Health Report Qxaie 12, 1997) (available at: 

<http://www.kaiseraetwork.Org/reports/1997/06/a970612.l.html>). This was one of a number of lawsuits stemming 
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Shanghai Hua Lin Pharmaceutical Company, to manufacture the drug?' Abortion advocates 
eagerly awaited the approval of mifepristone in die United Slates because, among other reasons, 
they anticipated that it would enhance women’s access to abortion?* 

5 2. FDA Approval of Mifepristone 

The Population Council filed a new drag application for “mifepristone 200 mg tablets” 
on March 18, 1996?^ FDA initially accorded the drug standard review, but in a letter dated 
May 7, 1996, FDA’s Center for Drug Evaluation and Research notified the Population Council 
that mifepristone would receive priority review?*’ On September 18, 1996, FDA issued a letter 


from attempts to bring mifepristone to the United Stales. See “Ru-486: Litigation Could Cause Delay For U.S. 
Introduction,” Kaiser Daily Reproductive Health Report (Dec. 17, 1996) (available at; 
<hltp://www.kaisemetvvork.org/reports/1996/I2/a96!2l7.9.html>) (describing some of the legal problems 
encountered by the Population Council in bringing the drug to market). 

Pamela Wiley, “Chinese Plant to Make RU-486 for U.S.,” (Oct. 1 5. 2000) (available at: 
<http://www.nurseweek.eom/news/00- 10/1 0 1 5-486.asp>). 

See Margaret Talbot, “The Little White Bombshell,” York Times Magazine (July 1 1, 1999): at 39-43 (‘“One of 
my real, and I think realistic, hopes for this method,’ says Carolyn Westkoff, an OB-GYN at Columbia University 
medical school who offers medical abortion as part of a clinical trial, ‘is that it will help get abortion back into the 
medical mainstream and out of this ghettoized place it’s been in.’ And if that is indeed the scenario we’re looking at - 
a scenario in which abortion is folded far more seamlessly into regular medical practice - then it has implications not 
only for women’s experience ofabonion but for the politics of abortion as well.”); id. (“Not only are mifepristone 
abonions, by nature, more discreet than their surgical equivalents (like vacuum aspiration), but the practitioners who 
prescribe them will almost certainly constitute a larger and a more varied group than the dwindling corps of OB-GYNs 
willing to do surgical abortions.”) In fact, access to medical abortion, will continue to depend on the availability of 
surgical abortion, which serves as a back-up in FDA’s approved Mifeprex regimen. Thus, it is spurious to suggest that 
Mifprex abortions can safely be made available in places in which surgical abortion is not offered. 

The application was dated March 14, 1996 and received by FDA on March 18, 1996. See Letter, FDA/CDER to 
Ann Robbins, Population Council (Sept, 18, 1996): at 1 (“1996 Mifepristone Approvable Letter”). 

See Letter, FDA/CDER to Ann Robins, Population Council (May 7, 1996)[FDA FOIA Release: MIF 006431]. 

The Population Council filed its complete response on March 30, 2000, which gave FDA until September 30, 2000 
to act on the application. In fiscal year 2000 a “standard” designation would have given FDA at least ten months to 
consider the application. FDA accorded mifepristone “priority review,” which typically required FDA to act within 
six months. See FDA/CDER, “PDUFA Reauthorization Performance Goals and Procedures” (Nov. 16, 1997) 
(available at: <http://www.fda.gov/cder/news/pdufagoals.htm>) (“Fiscal Year 2000”). Of 98 approvals in 2000, 
only 20 were Priority Review drugs. See FDA/CDER, Report to the Nation (2000): at 6. FDA’s use of priority 
review appears inappropriate when considered in light of the agency’s current guidance on the issue, which states 
that priority review is appropriate when ”[t]he drug product, if approved, would be a significant improvement 
compared to marketed products [approved (if such is required), including non-“drug” products/therapies] in the 
treatment, diagnosis, or prevention of a disease.” See FDA/CDER, “Review Management: Priority Review Policy,” 
Manual of Policies and Procedures (MAPP) 6020.3, at 1 (Apr. 22, 1996) (text bracketed as in original). 
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Stating that the application was approvable and requested more information from the sponsor.'' 
FDA issued a second approvable letter for mifepristone, dated February 1 8, 2000, setting forth 
the remaining prerequisites for approval2^ The 2000 Mifepristone Approvable Letter announced 
that FDA had “considered this application under the restricted distribution regulations contained 
5 in 21 CFR 314.500 (Subpart H) and [had] concluded that restrictions as per [21] CFR 314.520 on 
the distribution and use of mifepristone are needed to assure safe use of this product.”” 

On September 28, 2000, FDA approved mifepristone (“Mifeprex^’^”) “for the medical 
termination of intrauterine pregnancies through 49 days’ pregnancy.”” Mifeprex was approved 
under Subpart H, which, FDA explained, “applies when FDA concludes that a drug product 
10 shown to be effective can be safely used only if distribution or use is restricted, such as to certain 
physicians with certain skills or experience.”” The approved regimen requires at least three 
office visits.” FDA required the Population Council to include, on the Mifeprex Label, a “black 
box warning for special problems, particularly those that may lead to death or serious injury.”” 


1996 Mifepristone Approvable Letter at I. 

2000 Mifepristone Approvable Letter at 1 . 

2000 Mifepristone Approvable Letter at 5. 

” Letter, FDA/CDER to Sandra P. Arnold, Population Council (Sept. 28, 2000): at I (“Mifeprex Approval Letter”). 
In conjunction with the Mifeprex Approval Letter. FDA issued a memorandum that expanded upon the basis for and 
the restrictions on the approval of Mifeprex. See Memorandum, FDA/CDER to “NDA 20-687 MIFEPREX 
(mifepristone) Population Council” (Sept. 28, 2000): at 6 (“Mifeprex Approval Memo”). 

Mifeprex Approval Memo at 6. 

” Pursuant to the approved regimen, on “Day One: Mifeprex Administration” the patient reads the Medication 
Guide, signs the Patient Agreement, and ingests 600 mg of Mifeprex; on “Day Three: Misoprostol Administration” 
the patient ingests 400 micrograms of misoprostol orally (unless abortion has occurred and been confirmed by 
clinical examination or ultrasonographic scan); and, on or about “Day 14: Post-Treatment Examination” the patient 
returns to the practitioner for verification through a clinical examination or ultrasound that the pregnancy has been 
successftilly terminated. See Mifeprex Labe! (“Dosage and Administration”)(avajlabje at: 
<http://www.fda.gOv/cder/foi/label/2000/206871bLpdf>). 

” Mifeprex Approval Memo at 2 (citing 21 CFR 201.57(e), which authorizes FDA to require such a warning). The 
terms “label,” “labeling,” and “package insert” are often used interchangeably in food and drug law literature. In 
this Petition, “Label” describes the fine-print “package insert” that accompanies a drug when it is purchased. 
However, the FD&C Act defines “label” as “a display of written, printed, or graphic matter upon the immediate 
container of any article . . . .” 21 U.S.C. § 321(k). The term “labeling,” which will also appears in this Petition, 
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FDA also outlined the Population Council’s post-approval, Phase IV study commitments^'* and 
waived, without explanation, FDA’s regulations providing that all new drugs must be tested for 
safety and effectiveness in children.^’ 

5 C. BACKGROUND ON FDA’S DRUG APPROVAL PROCESS 

1. FDA’s Default Rules for Establishing Drug Safety and Effectiveness 

FDA’s regulations state that “[t]he purpose of conducting clinical investigations of a drug 
is to distinguish the effect of a drug from other influences, such as spontaneous change in the 
10 course of the disease, placebo effect, or biased observation.”^® FDA’s default criteria for 

establishing safety and effectiveness are commonly referred to as the agency’s “gold standard.”^’ 
At the core of this default standard is FDA’s recognition, reflecting the development of the 
scientific method and its application to pharmacology, that human bias and misperceptions are 
pervasive and that every precaution must be taken to avoid them. “The history of experimental 
15 medicine and research psychology,” Michael Greenberg writes, “had demonstrated that 
uncontrolled, unblinded clinical trials were systematically vulnerable to experimenter bias, 
placebo effects, and the like.”^- Consequently, rigorous policies have been set forth by FDA and, 


encompasses “all labels and other written, printed, or graphic matter ( 1 ) upon any article or any of its containers or 
wrappers, or (2) accompanying such article.” 21 U.S.C. § 321(m). “Labeling” may even describe promotional 
materials used by the drug manufacturer including “[bjrochures, booklets, mailing pieces, . . . price lists, catalogs, 
house organs, letters, motion picture films, film strips, lantern slides, . . . and reprints and similar pieces of printed, 
audio or visual matter descriptive of a drug and references published (for example, the Physician’s Desk Reference) 
for use by medical practitioners, pharmacists, or nurses . . . .” 21 C.F.R. § 202.1(1)(2). FDA has provided more 
information on this terminology at: <http://www.fda.gov/cder/handbook/adverdef.htm>. 

See Mifeprex Approval Memo at 7. 

See FDA Mifeprex Approval Letter at 3. 

2! C.F.R. § 314.126(a). 

See Jennifer Kulynych, “Will FDA Relinquish the ‘Gold Standard’ for New Darg Approval? Redefining 
‘Substantial Evidence’ in the FDA Modernization Act of 1997,” Foorfawt/Drwg Law' Jowma/ 54 (1999): 127-149, at 
129. We will refer to these criteria as the “default standard.” 

Michael D. Greenberg, “AIDS, Experimental Drug Approval, and the FDA New Drug Screening Process,” 
Legislation and Public Policy 3 (2000): 295-350, at 308. 
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more recently, by the International Conference on Harmonisation (“ICH”) to eliminate bias from 

the evaluation of drug safety and effectiveness."*^ 

FDA has been criticized for its zealous implementation of this policy, but there is 

widespread recognition of the value of the default standard. The 1962 statutory amendments to 

5 the FD&C Act “authorized the agency to review all NDAs, not only to assess drug safety, but 

also to determine whether a manufacturer has provided ‘substantial evidence’ from ‘adequate 

and well-controlled investigations’ that a drug is effective for its intended use.”"*^ In 

implementing regulations, FDA “required that the evidence include at least one (and usually two) 

well-controlled (preferably ‘blind’) trials showing statistically .significant results for treatment of 

10 humans with the new drug.”"** “[BJarring unusual circumstances, the agency ordinarily requires 

two successful and well-controlled clinical trials for new drug approval.”"*’ FDA’s mandate for 

clinical trials “has two very important elements:” 

(1) a “controlled” trial, in which an experimental drug is compared to a placebo, or a 
known effective treatment in order to establish the comparative efficacy of the drug, and 
15 (2) a “double-blind” trial, which involves random assignment of research subjects to the 


FDA, “International Conference on Harmonisation; Guidance on General Considerations for Clinical Trials,” 
Notice, 62 Fed. Reg. 661 13 (Dec. 17, 1997) {FDA Guidance (ICH: E8): General Considerations). The homepage, 
(www.ich.org), for the ICH describes the oiganization as follows: “The International Conference on Harmonisation 
of Technical Requirements for Regritration of Pharmaceuticals for Human Use (ICH) is a unique project that brings 
together the regulatory authorities of Europe, Japan and the United Stales and experts from the pharmaceutical 
industry in the three regions to discuss scientific and technical aspects of product registration. The purpose is to 
make recommendations on ways to achieve greater harmonisation in the interpretation and application of technical 
guidelines and requirements for product registration in order to reduce or obviate the need to duplicate the testing 
carried out during the research and development of new medicines. The objective of such harmonisation is a more 
economical use of human, animal and material resources, and the elimination of unnecessary delay in the global 
development and availability of new medicines whilst maintaining safeguards on quality, safety and efficacy, and 
regulatory obligations to protect public health.” 

See, e.g., Henry I. Miller, “Failed FDA Reform,” Regulation 2 ! (Summer 1 998): 24-30. 

Kulynych, infra Appendix A, at 129 (citing 21 U.S.C. § 355(d)). 

Greenberg, infra Appendix A, at 307 (citing 21 C.F.R. § 314.126 (1999). FDA comprehensively revised NDA 
evaluation rules in what is commonly referred to as the “NDA Rewrite.” See Final Rule, “New Drug and Antibiotic 
Regulations,” 50 Fed. Reg. 7452 (Feb. 22, 1985). Section 3 14.126 was promulgated in that final rule. Id. at 7506-7. 

Kulynych, infra Appendix A, at 130. 
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experimental and control groups, under conditions in which neither the doctors nor the 
research subjects know who is getting the experimental drug and who the control.’* 

Each of the mandated features helps to eliminate bias in trial results. First, in “double- 

5 blinded” studies neither the patient nor the provider team (physician, nurse, etc.) knows the 

identity of the drug administered. If that is not possible, the person evaluating the trial results 

will not know which treatment has been administered to which subject. Second, a “randomized” 

study requires a random determination of which subject receives which treatment. This 

determination is often effected through computer-generated assignments done before clinical 

10 testing begins. Finally, comparison-control (also known as “comparator-control”) requires that 

the experimental drug be compared concurrently to the current best treatment, or, alternatively, 

to a placebo. A placebo is used when the drug being tested represents the first treatment of its 

kind for the particular indication and no established treatment exists. 

15 2. FDA Initiatives to Expedite the Approval of Drugs for the Very Sick 

Largely in response to FDA’s perceived slowness in approving drugs for human 
immunodeficiency virus (“HIV”) patients, the agency undertook several initiatives to either 
expedite the ability of seriously or terminally-ill patients to have access to experimental drugs or 
20 to provide processes “intended to move drugs to market more quickly by compressing clinical 
development and FDA review times.”* In 1988, FDA adopted an interim rule establishing 
Subpart E of 21 C.F.R. Part 312 (“Drugs Intended to Treat Life-Threatening and Severely- 


* Greenberg, infra Appendix A, at 307-8 (footnotes omitted). 

* Sheila R. Shulman and Jeffrey S. Brown, “The Food and Drug Administration’s Early Access and Fast-Track 
Approval Initiatives: How Have They yi oAedn" Food and Drug Law Journal 50 (1995): 503-531, at 503-4. 
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Debilitating Diseases”).^° Subpart E embodied several of the new procedures that FDA had used 
to bring the HIV medication, AZT (zidovudine), to market quickly.^' Subpart E also created a 
“collaborative framework in which early and repeated consultation between the FDA and 
pharmaceutical manufacturers served to facilitate clinical trials, and to insure ex ante that 
5 prospective research designs would meet with subsequent regulatory approval. “Taken 
together,” the innovations found in Subpart E, “served to radically alter the new drug approval 
process with regard to life-threatening illnesses, particularly for AIDS.”-^ 

On April 1 5, 1 992, FDA took its procedural innovations further when it proposed an 
“Acceleraicd Approval” process (/.e.. Subpart H). Shulman and Brown believe that Subpart H 
10 “represent[ed] the most significant departure from the traditional FDA standards for drug 

approval.”^'’ Subpart H’s “major point of departure” from previously existing approval regimes 
was its focus on granting drug approval “on the basis of the drug’s effect on a surrogate endpoint 
that is reasonably likely to predict clinical benefit over time.”” A “surrogate end point” or 
“surrogate marker” is “a laboratory parameter or physical sign that is used in a clinical trial as a 
15 substitute for a clinically meaningful end point, such as mortality.”” The value of surrogate 


” See Interim Rule, “Investigational New Dmg, Antibiotic, and Biological Drug Product Regulations; Procedures 
for Drugs Intended To Treat Life-Threatening and Severely Debilitating Illnesses,” 53 Fed. Reg. 41,516 (Oct. 21, 
1988). The Subpart E rules maybe found at 21 C.F.R. §§ 312.80-88. 

See Greenberg, infra Appendix A, at 321 . 

Greenberg, infra Appendix A, at 321 (citation omitted). 

Greenberg, infra Appendix A, at 323. 

” Shulman and Brown, infra Appendix A, at 514. 

” Shulman and Brown, infra Appendix A, at 514. Likewise, Greenberg observed that the “essential element of the 
accelerated approval regulations [i.e.. Subpart H] was the provision that ‘surrogate endpoints’ could be employed as 
the empirical basis for IDA approval of a new drug.” Greenberg, infra Appendix A, at 323 (citation omitted). 

Dennis F. Thompson, “Surrogate End Points, Skepticism, and the CAST Study,” editorial, Annals of 
Pharmacotherapy, 36 (Jan. 2002): 170-71, at 1 70 (citations omitted). 


15 



253 


endpoints lies in their ability to predict clinical outcomes ” As “examples of surrogate end 
points that have been proven to be excellent predictors of clinical outcomes and, hence, have 
saved both money and precious time expediting drugs to the patient care arena,” Dean Dennis 
Thompson cites “a diverse group of antihypertensive drugs approved on the basis of reduced 
5 blood pressure effects [that] has shown clear benefits in reducing cardiovascular events and 
mortality.”^'* With the passage of the Food and Drug Administration Modernization Act of 1997 
(“FDAMA”), Congress effectively codified Section 314.510, the surrogate endpoint provision of 
Subpart H.'" 

Neither Shulman and Brown nor Greenberg focused on a second type of drug approval 
10 included in Subpart H - codified now at 21 C.F.R. § 314.520.^ This second avenue for 
Subpart H approval is reserved for circumstances in which “FDA determines that a drug, 
effective for the treatment of a disease, can be used safely only if distribution or use is modified 
or restricted.”®’ Pursuant to this provision “FDA may approve a treatment subject to special 


See Thompson, infra Appendix A, at 1 70. 

Thompson, Appendix A, ai 170. 

This codification was part of Congress’s major reauthorization and modernization of the Federal Food, Drug & 
Cosmetic Act. Section 506(b) of FDAMA (2 1 U.S.C. § 356) “in effect, codif)e[d] in statute FDA’s Accelerated 
Approval Rule . . . , made final in 1992, which allows expedited marketing of certain new drugs or biological 
products intended to treat serious or life-threatening illnesses and that appear to provide meaningful therapeutic 
benefits to patients compared with existing treatments.’’ FDA Centers for Drug Evaluation and Research and for 
Biologies Evaluation and Research, Guidance for Industry: Fast Track Drug Development Programs - Designation, 
Development, and Application Review, at 2 (Sept. 1998) (footnote omitted). While clearly codifying Subpait H’s 
suiTogate endpoint provision at 21 U.S.C. § 356(b)(1), Congress does not appear to have enacted a parallel provision 
to Section 314.520, which pertains to “restricted use” drugs, under which Mifeprex was approved. 

Section 3 14.520 (Approval with restrictions to ensure safe use.) states: 

(a) If FDA concludes that a drug product shown to be effective can be safely used only if distribution or use 

is restricted, FDA will require such postmariceting restrictions as are needed to ensure safe use of 
the drug product, such as: 

( 1 ) Distribution restricted to certain facilities or physicians with special training or experience; or 

(2) Distribution conditioned on the performance of specified medical procedures. 

(b) The limitations imposed will be commensurate with the specific safely concerns presented by the drug 

product. 

Suhpart H Final Rule, 51 Fed. Reg. at 58942. 
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distribution or use restrictions that address outstanding safety issues.”^ Section 3 1 4.520 
balanced FDA’s desire to bring clinically beneficial drugs to the market with the agency’s 
concern that “[s]ome drugs, however, are so inherently toxic or otherwise potentially harmful 
that it is difficult to justify their unrestricted use.”*^ The agency explained “that some clinically 
5 beneficial drugs can be used safely only if distribution and use are modified and restricted.”^ 
Section 314.520 is intended for drugs that are vitally necessary, but which may impose 
greater than normal risks for the patient.*^^ FDA was willing “to approve such high risk drugs for 
early marketing if the agency can be assured that postmarketing restrictions will be in place to 
counterbalance the known safely concerns.’^ Postmarketing restrictions would be designed “to 
10 enhance the safety of a drug whose risks would outweigh its benefits in the absence of the 

restriction.”^’ FDA intended to employ restrictions on distribution “only in those rare instances 
in which the agency believes carefully worded labeling for a product granted accelerated 
approval will not assure the product’s safe use.”** In the absence of restrictions, which “may 
vary with the circumstances of each drug[,] ... the drug would be adulterated under Section 501 
15 of the act, misbranded under Section 502 of the act, or not shown to be safe under Section 505 of 
the act.”*^ In short, “[wjithout such restrictions, the drugs would not meet the statutory criteria, 


Geoffrey M. Levilt, James N. Czaban, and Andrea S. Paterson, “Chapter 6: Human Dnig Regulation” in 
Fundamentals of Law and Regulation: An In-Depth Look at Therapeutic Products (David G. Adams, Richard M. 
Cooper, and Jonathan S. Kahan, eds.), vol. II (Washington, D.C.: Food and Drug Law Institute, 1997): at 200. 

Subpart H Proposed Ride, 57 Fed. Reg. at 13236. 

^ Subpart H Proposed Ride, 57 Fed. Reg. at 13236. 

Of course, “[vjirtually all drug[s] can be toxic to humans, and no drug is completely free of risk,” but, as the 
seriousness of an illness and the effect of the drug on that illness increase, “the greater the acceptable risk from the 
drug.” Suhpart H Proposed Rule, 57 Fed. Reg. at 13236. 

** Suhpart H Proposed Rule, 57 Fed. Reg. at 13237. 

Subpart H Final Rule, 51 Fed. Reg. at 58952. 

** Subpart H Final Ride, 57 Fed. Reg. at 58952 (emphasis added). 

Suhpart H Proposed Rule, 57 Fed. Reg. at 13237. 
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could not be approved for distribution, and would not be available for prescribing or 
dispensing.”™ Mifeprcx was the third of four drugs approved pursuant to Section 314.520.’' 


D. FDA’S APPROVAL OF MIFEPREX UNDER ITS ACCELERATED 
5 APPROVAL REGULATIONS (SUBPART H) WAS ARBITRARY, 

CAPRICIOUS, AN ABUSE OF DISCRETION, OR OTHERWISE NOT IN 
ACCORDANCE WITH LAW 

FDA’s accelerated approval regulations (Subpart H) apply to certain new drug products 

10 “that have been studied for their safety and effectiveness in treating serious or life-threatening 

illnesses and that provide meaningful therapeutic benefit to patients over existing treatments 

(e.g., ability to treat patients unresponsive to, or intolerant of, available therapy, or improved 

patient response over available therapy.)”™ When it proposed Subpart H in 1992, FDA observed 

that the following types of illness would fall within the reach of Subpart H: 

15 The terms “serious” and “life-threatening” would be used as FDA has defined 

them in the past. The seriousness of a disease is a matter of judgment, but generally is 
based on its impact on such factors as survival, day-to-day functioning, or the likelihood 
that the disease, if left untreated, will progress from a less severe condition to a more 
serious one. Thus, acquired immunodeficiency syndrome (AIDS), all other stages of 
20 human immunodeficiency virus (HIV) infection, Alzheimer’s dementia, angina pectoris, 

heart failure, cancer, and many other diseases are clearly serious in their full 
manifestations. Further, many chronic illnesses that are generally well-managed by 
available therapy can have serious outcomes. For example, inflammatory bowel disease. 


Subpart H Final Ruh, 57 Fed. Reg. at 58951. The agency continued: “The agency, as a matter of longstanding 
policy, does not wish to interfere with the appropriate practice of medicine or pharmacy. In this instance, the agency 
believes that rather than interfering with physician or pharmacy practice, the regulations permit, in exceptional 
cases, approval of drugs with restrictions so that the drugs may be available for prescribing or dispensing.” Id. at 
58951-52. 

' On June 7, 2002, the drug Lotronex (alosetron hydrochloride) was reintroduced to the market after a 
Supplemental blD A was approved pursuant to Subpart ll’s redistricted distribution provision. See Letter, 
FDA/CDER, Florence Houn, M.D., Director, Office of Drug Evaluation III to Olivia Pinkett, Product Director, 
Regulatory Affairs, GlaxoSmithKline (June 7, 2002); at 1 (“This supplemental application, considered for approval 
under 21 CFR 314, Subpart H at your request, narrows the original approved indication to use of the drug in a 
population for whom the benefits of the drug may outweigh the risks and provides for a risk management 
program. ... You have indicated your agreement with approval under restricted conditions.”). 

™ 2 1 C.F.R. § 3 14.500. The rule was amended in 1999 to remove the words “and antibiotic.” See Conforming 
Regulations Regarding Removal of Section 507 of the Federal Food. Drug, and Cosmetic Act, Pinal Rule, 64 Fed. 
Reg. 396, 402 (Jan. 5, 1999). 
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asthma, rheumatoid arthritis, diabetes mellitus, systemic lupus, erythematosus, 
depression, psychoses, and many other diseases can be serious for certain populations or 
in some or all of their phases.” 

5 According to FDA, the agency has approved 38 NDAs, including the Mifeprex application, 
under Subpart H.” Of these approvals, 20 were for the treatment of HIV and HIV-related 
diseases, nine were for the treatment of various cancers and their symptoms, four were for severe 
bacterial infections, one was for erythema nodosum leprosum (leprosy), one was for 
hypotension, and, finally, one was for the tennination of unwanted pregnancies.” 

10 Pregnancy, without major complications, is not a “serious or life-threatening illness” for 

purposes of Subpart H. It is, rather, a normal physiological state experienced by most females 
one or more times during their childbearing years, and it is rarely accompanied by complications 
that threaten the life of the mother or the child. Following delivery, almost all women return to a 
normal routine without disability. Thus, pregnancy is not the kind of exceptional circumstance 
15 that falls within the scope of Subpart H. The fact that the Mifeprex Regimen is intended for 
healthy women provides further evidence of this point. 


Subpart H Proposed Rule, 57 Fed. Reg. at 13235. In the Subpart H Final Rule, FDA asserted that “serious and 
life-threatening illnesses” would be readily identifiable: “FDA discussed the meaning of the terms 'serious’ and 
‘life-threatening’ in its final rules on ‘treatment IND’s’ (52 FR 19466 at 19467, May 22, 1987) and ‘subpart E’ 
procedures (54 FR 415 16 at 41 5 18-4 1519, October 21, 1988). The use of these terms in this rule is the same as 
FDA defined and used the terms in those rulemakings. It would be virtually impossible to name every ‘serious’ and 
‘life-threatening’ disease that would be within the scope of this rule. In FDA’s experience with ‘treatment IND’s’ 
and drugs covered by the ‘subpart E’ procedures there have not been problems in determining which diseases fall 
within the meaning of the terms ‘serious’ and ‘life-threatening,’ and FDA would expect no problems under this 
accelerated approval program.” Stibpart H Final Rule, 57 Fed. Reg. at 58945. 

” These estimates are based on the version of FDA’s webpage, dated February 5, 2002, listing Subpart H approvals. 
Infra Appendix A. 

” See FDA/CDER webpage, “NDAs Approved under Subpart H,” infra Appendix A. A copy of the most recently 
available version is reproduced in Appendix C (available at: <http://www.fda.gov/cder/rdmt/accapp,htm>). See also 
“NDA Supplements Approved under Subpart H” (available at: <http://www,fda.gov/cder/rdmt/accapprl,htm>) 
(supplemental approvals are not included in the figures set forth in the text because they refer to FDA actions 
regarding drugs that have already been approved). 
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In fact, the Population Council argued strenuously that its application for mifepristone 
did not fall within the scope of Subpart In a letter to FDA written approximately three 
weeks before the final approval of the mifepristone NDA, the Population Council’s Sandra P. 
Arnold protested, . . it is clear that the imposition of Subpart H is unlawful, unnecessary, and 
5 undesirable. We ask FDA to reconsider Arnold argued correctly that “[n]either pregnancy 
nor unwanted pregnancy is an illness, and Subpart H is therefore inapplicable for that reason 
alone.”^* She continued, stating, “Neither is pregnancy nor unwanted pregnancy a ‘serious’ or 
‘life-threatening’ situation as that term is defined in Subpart In the next paragraph, after 
directly quoting the Supbart H Final Rule, Ms. Arnold asserted that “[t]he plain meaning of these 
10 terms does not comprehend normal, everyday occurrences such as pregnancy and unwanted 
pregnancy.”*^*’ She added that, unlike HFV infection, pulmonary tuberculosis, cancer, and other 
illnesses, “pregnancy and unwanted pregnancy do not affect survival or day-to-day functioning 
as those terms are used in Subpart H.”*‘ She continued that, “although a pregnancy 
‘progresses,’” the development of a pregnancy “is hardly the same as the worsening of a disease 
1 5 that physicians call progression.’”^^ 


The Population Council appears to have been concerned about getting the drug approved “without invoking the 
Subpart H regulatory provisions that signal ‘big deal’ to the pharmaceutical industry.” Letter, Sandra Arnold to 
FDA/CDER, Office of Drug Evaluation III. Division of Reproductive and Urologic Products (Sept. 6, 2000): at 4 
[FDA FOIA Release; MIF 00I333-49](“Sandra Arnold Letter”). Sandra Arnold was “Vice President, Corporate 
Affairs” of the Population Council. 

’’’’ Sandra Arnold I.etter at I . 

Sandra Arnold Letter at 1-2. 

Sandra Arnold Letter at 2. 

Sandra Arnold Letter at 2. 

Sandra Arnold Letter at 2. 

Sandra Arnold Letter at 2. Ms. Arnold also warned the agency that extending the scope of Subpart H to include 
pregnancy and unwanted pregnancy by exercising agency “judgment” was not defensible; the exercise of such 
judgment should go to whether or not “a particular disease actually is serious, not [act as] a means of stretching the 
meaning of serious to cover entirely new categories of non-serious situations.” Id. 
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Additionally, Mifeprex fails to meet the second requirement set forth in Section 3 14.500 
that drugs approved under Subpart H “provide meaningful therapeutic benefit to patients over 
existing treatments (e.g., ability to treat patients unresponsive to, or intolerant of, available 
therapy, or improved patient response over available therapy.)" As was noted above, the 
5 Mifeprex Approval Memo contends “that the termination of an unwanted pregnancy is a serious 
condition within the scope of Subpart H [and] [t]he meaningful therapeutic benefit over existing 
surgical abortion is the avoidance of a surgical procedure.”*’ By defining the “therapeutic 
benefit” solely as the avoidance of the current standard of care’s delivery mechanism, FDA 
effectively guarantees that a drug will satisfy this second prong of Subpart H as long as it 
10 represents a different method of therapy.** It does not appear that such considerations formed the 
basis of any other Subpart H approval. 

When FDA adopted Subpart H, it cited as “readily understood illustrations of the intent 
of the [meaningful therapeutic benefit] requirement” an “improved response compared to 
available therapy” and the “ability to treat unresponsive or intolerant patients.”*’ Based on these 
15 illustrations, Mifeprex does not fall within the intent of the requirement. First, there is a less 
dangerous, more effective alternative to Mifeprex available for the termination of pregnancies: 
namely, surgical abortions. Dr. Jeffrey Jensen conducted a study to compare the safety and 


*’ Mifeprex Approval Memo at 6. 

“ The view that merely making a different mode of therapy available perse produces a benefit is inconsistent with 
the position the agency has articulated elsewhere. MAPP 6020.3. which defines eligibility for FDA priority review, 
suggests that drug therapies are not inherently superior to non-drug therapies. Specifically, a drug may be afforded 
priority review if it would provide a significant improvement when compared with “marketed products . . . including 
non-“drug” products,/therapies.” See FDA/CDER, “Review Management: Priority Review Policy,” MAPP 6020.3, 
at 1 (Apr. 22, 1996). 

*’ Subpart H Final Rule, 57 Fed. Reg. at 58947. 
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efficacy of medical abortion with that of surgical abortion.** The study compared 178 patients 
who, as participants in the U.S. clinical trial in support of the Mifeprex NDA, underwent 
mifepristonc/misoprostol abortions, with 199 patients who later received surgical abortions at the 
same clinical site. The primary procedure failed {i.e., there was a subsequent surgical 
5 intervention) in 18.3 percent of the mifepristone/misoprostol patients and 4.7 percent of the 
surgical patients.*' Of the mifepristone/misoprostol patients who failed their primary procedure, 
12.5 percent required surgical intervention for acute bleeding, 43.8 percent for persistent 
bleeding, 15.6 percent for incomplete abortion, and 28,1 percent for ongoing pregnancy.®* By 
contrast, the sole cause for surgical intervention among the surgical patients who failed their 
10 primary procedure was persistent bleeding.® In addition, mifepristonc/misoprostol patients 

“reported significantly longer bleeding” and “significantly higher levels of pain . , . , nausea . . . , 
vomiting . . . , and diarrhea” than their surgical counterparts.* 

Second, Mifeprex does not treat a subset of the female population that is unresponsive to, 
or intolerant of surgical abortion. To the contrary, because “medical abortion failures should be 
15 managed with surgical termination” the option for surgical abortion must be available for any 
Mifeprex patient.®' As the U.S. trial conducted in support of the NDA indicated, the possibility 


** Jeffrey T. Jensen, Su.san J. Astley, Elizabeth Morgan, and Mark D. Nicols, “Outcomes of Suction Curettage and 
Mifepri.stone Abortion in the United States: A Pro.spective Comparison Study," Contraception 59 (1999): 153-159 
(“Jen-sen Study”)[FDA FOIA Release: MIF 000438-44]. 

*' See Jensen Study, infra Appendix A, at 1 55, Table 2. 

®* See Jensen Study, infra Appendix A, at 1 56, Table 3, 

** See Jensen Study, infra Appendix A, at 156, Table 3. 

* Jensen Study, infra Appendix A, at 1 56. 

Mifeprex Label (“Warnings”). 
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for failure is substantial.^* Thus, any patient who would be intolerant of surgical abortion, if such 
a class of patients exists, cannot use the Mifeprex Regimen. 

As discussed below, FDA approved Mifeprex pursuant to Section 314.520 in order to 
impose safety restrictions to counteract the risks it had identified. FDA, confronted by the 
5 sponsor’s reftisai to establish voluntary restrictions on distribution,'*’ viewed Subpart H as the 
only available regulatory vehicle that had the potential to make Mifeprex safe.^'' The 
inappropriate application of Section 314.520 served the agency’s immediate need of conditioning 
the drug’s approval on certain safety measures. However, Mifeprex fails to satisfy the Subpart H 
requirements because, although it presents great risk to the user, it neither treats a serious or life- 
10 threatening illness nor provides a therapeutic benefit above existing treatments. A drug with 
such characteristics should not have been approved. 


■ FDA, “Medical Officer’s Review of Amendments 024 and 033: Final Reports for the U.S. Clinical Trials 
Inducing Abortion up to 63 Days Gestational Age and Complete Responses Regarding Distribution System and 
Phase 4 Commitments,” at 1 1 (Table I ) {reporting a failure rate of 8% for pregnancies less than or equal to 49 days’ 
duration) (“Medical Officer’s Review”). 

Early in the approval process, FDA anticipated that the Population Council would cooperate, thus obviating the 
need for Subpart H restrictions: “[Bjecause the applicant has voluntarily proposed a system of limited distribution, 
imposition of further distribution restrictions under the Agency’s Subpart H regulations does not appear warranted.” 
See Memorandum, FDA/CDER to NDA 20-687 File (Sept. 16, 1996): at 2 [FDA FOIA Release MIF 000560-62]. 
The voluntary restrictions placed on the drug Accutane, a drug for severe acne, illustrate that a cooperative drug 
sponsor may be able to obviate the need for Subpart II restrictions. Because Accutane can cause birth defects, the 
restrictions are designed to ensure that women taking the drug are not and do not become pregnant. The “System to 
Manage Accutane Related TeratogenicityT^ (S.M.A.R.T.™),” controls the distribution of the drug through the 
issuance of yellow Accutane Qualification Stickers. These stickers are distributed to physicians who meet a number 
of qualifications and they, in turn, distribute them to patients, who must undergo two tests to confirm they are not 
pregnant and must commit to use two forms of contraception. Pharmacists may fill prescriptions for the drug only if 
they bear the qualification sticker, were issued within the past week, and prescribe no more than 30 days’ worth of 
the drug. See Accutane Label. 

This interpretation of the agency’s actions is supported by FDA spokeswoman Crystal Rice, who said “that 
outside of Subpart H, the FDA does not have another regulatory program to mandate safety restrictions on drug 
marketing for drags used to treat ‘serious or life-threatening illnesses’” and “that ‘other agreements [or restrictions 
on the drug] not under Subpart H worked out between FDA and a sponsor would be essentially voluntary.’” “Danco 
Medical Director Explains Mifepristone’s FDA Approval Not Fast-Tracked or Accelerated, Despite Media Reports,” 
Kaiser Daily Reproductive Health Report (March 29, 2001) (available at: 

<http://report.kff org/archive/repro/2001/3/kr0!0329.5.htm>). 
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E. THE CLINICAL TRIALS DID NOT PRESENT “SUBSTANTIAL 
EVIDENCE” THAT THE MIFEPREX REGIMEN IS SAFE AND 
EFFECTIVE 

5 FDA’s approval of the Mifeprex NDA ran counter to Congress’s statutory requirements, 

the agency’s regulations and guidance documents, and FDA’s well-established standards for the 
quality and quantity of scientific evidence needed to support an agency finding that a new drug is 
safe and effective. The clinical trials submitted by the Population Council to support its NDA 
did not use the full set of design feamres FDA typically requires to produce unbiased 
10 investigations of drug safety and effectiveness. Because these trials were not blinded, 

randomized, or concurrently controlled, they did not establish the safety and effectiveness of the 
Mifeprex Regimen. Inexplicably, FDA failed to perform a statistical analysis of the data from 
the American trial. Furthermore, FDA’s approval of Mifeprex pursuant to Subpart H compounds 
the deficiencies in the trials because sponsors of Subpart H drugs must demonstrate that the drug 
15 for which approval is being sought provides a “meaningful therapeutic benefit over existing 

therapy.” Because Mifeprex was approved in reliance on French and American trials that did not 
compare the Mifeprex Regimen with the existing standard of care for ending pregnancies {i.e., 
surgical abortion), the trials cannot support this Subpart H approval. 

20 1. The Clinical Trials Underlying FDA’s Approval of Mifeprex 

FDA based its approval of Mifeprex on safety and effectiveness data derived from two 
French clinical trials (“French Clinical Trials”) and one U.S. clinical trial (“U.S, Clinical 
Trial”).’- Neither the French Clinical Trials nor the U.S. Clinical Trial was blinded, randomized, 


See Mifeprex Approval Memo, infra Appendix A, at 1 . 
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or concurrently controlled - the hallmarks of unbiased, scientific analysis generally relied upon 
by FDA. 


a. The French Clinical Trials 

5 The French Clinical Trials, which formed the basis for the Population Council’s original 

NDA submission in 1 996, were open-label, multi-center studies.^^’ One of these trials consisted 
of 1 ,286 patients at 24 centers in France (“French Trial The trial was limited to women 
who had pregnancies of no more than 49 days’ gestational age, as established by ultrasound, if 
available, or by the patient’s estimate.*^* On the first day of the procedure, the patient received 
10 600 mg of mifepristone orally “in the presence of a study investigator.”^^ Approximately 48 

hours later, she returned and, unless the abortion had already taken place, ingested 400 
micrograms of misoprostol “in the presence of a study investigator.”'®” The patient remained 
under observation for four hours or more after the ingestion of misoprostol and returned for “a 
final assessment of the pregnancy termination procedure” eight to 15 days later.'®' 


FDA’s Reproductive Health Drugs Advisory Committee (“FDA Advisory Committee”), which met in July 1996 
to consider the mifepristone NDA, based its conclusion primarily on the French trial along with preliminary data 
from the U.S. Clinical Trial. See FDA Advisory Committee. Hearings on New Drug Application for the Use of 
Mifepristone for Interruption of Early Pregnancy ^ at 6, 132-33 (July 19, 1996) {FDA Hearings Transcript)[?DA 
FOIA Release: MIF 005200-90]. Committee member Dr. Mary Jo O'Sullivan asked why the Committee meeting 
was being held ‘‘at this time when the data is not finalized.” Id. at 37. Dr, C. Wayne Bardin, who was responsible 
for overseeing the Population Council’s NDA preparation, responded that “we have sufficient data . . . [f]rom the 
non-U. S. data to allow us to submit an application to the FDA.” Id. 

See FDA, Statistical Review and Evaluation, at 2-4 (May 21, 1996) (“Statistical Review”). This French trial is 
referred to as FFR/91/486/14. 

See Statistical Review, infra Appendix A, at 2. “Since the ultrasound estimate of gestational age was more 
reliable than the patient’s estimate . . . gestational age based on the ultrasound examination was used if available.” 
Id. Investigators, in violation of study protocol, included some women with pregnancies of more than 49 days. See 
Statistical Review, infra Appendix A, at 3. 

”” See Statistical Review, infra Appendix A, at 2. 

See Statistical Review, infra Appendix A, at 2. 

See Statistical Review, infra Appendix A, at 2. 
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The efficacy analysis of French Trial I encompassed only 1 ,205 patients, while the safety 
analysis included all 1,286 participants.'” The regimen resulted in “complete expulsion” in 95.4 
percent of the 1 , 1 89 participants whose pregnancies were 49 days or less. The rate of complete 
expulsion declined with increased gestational age."“ Sixty-one women had complete expulsions 
5 before taking misoprostol. Almost 86 percent of patients in French Trial I experienced at least 
one adverse event as a result of the procedure."* 

The second French clinical trial (“French Trial 11”) enrolled 1 ,1 94 patients at 1 1 
centers."” The trial was limited to women who had pregnancies of no more than 63 days’ 
gestational age, as established by ultrasound, if available, or by the patient’s estimate.'"* The 
to regimen used in French Study II was essentially the same as that described above in connection 
with French Study I, except that an additional 200 micrograms of misoprostol was administered 
if complete expulsion did not occur within three hours after taking the initial 400 microgram 
dose of misoprostol.'"’ Patients who received the second dose of misoprostol remained under 
observation for a total of five hours."’ 


See Statistical Review, infra Appendix A, at 3. 

See Statistical Review, infra Appendix A, at 3. Patients for whom expulsion of the embryo was complete at the 
end of the process were categorized as successes, while patients with incomplete expulsions (2.8%), ongoing 
pregnancies ( 1 .5%), and those who needed surgical procedures for bleeding (.3%) were classified as failures. See id. 
at 3 and 9 (Table 1). 

See Statistical Review, infra Appendix A, at 3 (“[T]herc was a statistically significant . . . inverse relationship 
between gestational age and the success rate as the success rate generally declined with increasing gestational age.”). 

See Statistical Review, infra Appendix A, at 3. Twenty-six of these women received misoprostol anyway, 
because the investigators did not realize that they had had complete abortions. See id. 

See Statistical Review, infra Appendix A, at 4. 

Sec Stati,stical Review, infra Appendix A, at 4-7. This French trial is designated as FF/92/486/24. 

* See Statistical Review, infra Appendix A, at 4-5. 

See Statistical Review, infra Appendix A, at 5. 

"" See Statistical Review, infra Appendix A, at 5, 
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The efficacy analysis of French Trial II encompassed only 1,104 patients, while the 
safety analysis included all 1 ,194 participants.'" The regimen resulted in “complete expulsion” 
in 92.8 percent of the participants."^ The rate of complete expulsion declined with increased 
gestational age."" Twenty-six women had complete expulsions before taking misoprostol."'* 

5 Almost 93 percent of patients in French Trial II experienced at least one adverse event as a result 
of the procedure."" 

Among the deficiencies that characterized both French Clinical Trials was the absence of 
an appropriate control group. Consequently, as an FDA statistician concluded after reviewing 
the data from the French Clinical Trials: “In the absence of a concurrent control group in each of 
10 these studies, it is a matter of clinical judgment whether or not the sponsor’s proposed 
therapeutic regimen is a viable alternative to uterine aspiration for the termination of 
pregnancy,”'"* 


15 


b. The U.S Clinical Trial 

The U.S. Clinical Trial was carried out from September 13. 1994 to September 12, 1995 
at various qualified university hospitals and clinics."’ Patients had to satisfy a number of criteria 


See Statistical Review, infra Appendix A, at 5. 

See Statistical Review, infra Appendix A, at 6. As in French Study I, patients for whom expulsion of the 
embryo was complete at the end of the process were categorized as succes.ses, while patients with incomplete 
expulsions (4.0%), ongoing pregnancies (2.3%), and those who needed .surgical procedures for bleeding (.9%) were 
classitled as failures. See id. at 5 and 12 (Table 4). 

' ' " See Statistical Review, infra Appendix A, at 6. 

' '■* See Statistical Review, infra Appendix A, at 6. 

"" See Statistical Review, infra Appendix A, at 7. 

'"* Statistical Review, infra Appendix A, at 7-8. 

See Medical Officer’s Review, infra Appendix A, at 6. More specifically, the U.S. Clinical Trial consisted of 
“two prospective, open-label, multicenter clinical trials in the United States according to two identical protocols.” 
Medical Officer’s Review, infra Appendix A, at 6 and 9. In this Petition, the trials will be referred to as “the U.S. 
Clinical Trial,” because the protocols employed were identical, the results of the two trials were analyzed jointly, 
and the results were published in the same article. See Irving M. Spitz, M.D., C. Wayne Bardin, M.D., Lauri 
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to be included in the study."* Ail patients were screened by pelvic examination and ultrasound 
to ensure that their pregnancies were not too advanced for the procedure."^ On their first visit, 
patients took 200 mg of mifepristone orally “[i]n the presence of the investigator.”*-® Patients 
returned 36 to 60 hours later to ingest 400 micrograms of misoprostol orally in the presence of 
5 the investigator, unless the investigator determined that the termination was already complete.'-' 
Following ingestion of misoprostol, patients were observed for a minimum of four hours.'” 
Patients were instructed to return again 12 days later for a follow-up assessment.'^^ A patient’s 
pregnancy was terminated surgically “at any time if the investigator believed there was a threat 
to a woman’s health (medically indicated), at a woman’s request, or at the end of the study for an 
10 ongoing pregnancy or incomplete abortion.”'^^ 


Benton, M.D., and Ann Robbins, "Early Pregnancy Termination with Mifepristone and Misoprostol in the United 
New England Journal of Medicine (Apr. 30, 1998); 1241-47 (“Spitz Article”) ”)[FDA FOIA Release: 

MIF 006692-97]. The members of the FDA Advisory Committee who were still working for FDA at the time of 
publication received a copy of the Spitz Article. See Medical Officer’s Review, infra Appendix A, at 29. Although 
FDA considered data from the entire U.S. Clinical Trial, it appears that the agency formally approved Mifeprex 
based only on the portion of the U.S. Clinical Trial data that was generated among women whose pregnancies were 
no more than 49 days’ gestational age. See Mifeprex Approval Memo, infra Appendix A, at 1 ("The U.S. trial 
consisted of 859 women providing safety data and 827 women providing effectiveness data for gestations of 49 days 
or less, dated from the last menstrual period.’’). See also Mifeprex Label ("Clinical Studies”). 

Among the inclusion criteria were requirements that a patient be at least 1 8 years old, be in good health, have an 
intrauterine pregnancy of no more than 63 days (confirmed by a pelvic examination ont/ ultrasound), and have 
agreed to a surgical abortion if the mifepristone-misoprostol abortion failed. Medical Officer’s Review, in/ra 
Appendix A, at 7-8. The study excluded women with certain health problems, such as liver, respiratory, or renal 
disease, cardiovascular disease, chronic hypertension, anemia, clotting problems, pelvic inflammatory disease, and 
ectopic pregnancies, See id. at 8. In addition, women who were over 35 and smoked, had lUDs, were breastfeeding, 
were unlikely to comply with .study requirements, or who "[IJived or worked more than one hour from the 
emergency care facility” were excluded. See id. at 8-9. 

See Medical Officer’s Review, infra Appendix A, at 8. 

Medical Officer’s Review, infra Appendix A, at 9. 

See Medical Officer’s Review, infra Appendix A. at 9. 

See Medical Officer’s Review, infra Appendix A, at 7. 

See Medical Officer’s Review, Appendix A, at 7. 

Medical Officer’s Review, Appendix A, at 16. 
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The U.S. Ciinical Trial consisted of 2,121 subjects.'^ Of these patients, 2,015 were 
evaluated for efficacy,^"*^ which “was defined as the termination of pregnancy with complete 
expulsion of the conceptus without the need for a surgical procedure.’”'^ The remaining 1 06 
patients did not return for the third visit/’* The mifepristone-misoprostol combination was 
5 effective in 92 percent of patients with pregnancies no greater than 49 days, 83 percent of 
patients with pregnancies between 50 and 56 days, and 77 percent of women with pregnancies 
between 57 and 63 days/’’ All 2,121 subjects were evaluated for safety.'-^” Ninety-nine percent 
of patients experienced adverse events and most of these experienced multiple adverse events/^' 
Twenty-three percent of the adverse effects experienced by each gestational age group were 
10 “severe.”'-^’ 

Finally, FDA did not conduct a statistical review of the results of the U.S. Clinical Trial. 
FDA’s statistical reviewer explained this failure by noting that “[a] statistical evaluation of the 
European studies was completed previously ’’and “[t]he clinical results of the supporting U.S. 


See Medical Officer’s Review, infra Appendix A, at 1 0. 

See Medical Officer’s Review, infra Appendix A, at 10. 

Medical Officer’s Review, infra Appendix A, at 16. The failure to establish a pre-trial, statistical definition for 
drug efficacy was a defect in trial design. 

See Medical Officer’s Review, infra Appendix A, at 16. ft would have been appropriate to include these 106 
patients in the efficacy analysis as “failures,” if for no other reason than that they did not appear for all three 
required visits. Although “[f]or 92 of these patients, there was some information suggesting a successful outcome,” 
id at 10, there was neither definitive evidence of complete abortion nor, apparently, any information with respect to 
whether these women subsequently experienced any adverse effects. In fact, during their second visit, five of these 
106 women were diagnosed as having continuing pregnancies. Id. at 10. See also Spitz Article, infra Appendix A, 
at 1246 (“The uitimate outcome of these pregnancies is unknown, despite our repeated attempts to contact the 
women.”). 

See Medical Officer’s Review, infra Appendix A, at 1 1 (Table 1). 

See Medical Officer’s Review, infra Appendix A, at 10. 

See Medical Officer’s Review, Appendix A, at 1 1. 

See Medical Officer’.s Review, infra Appendix A, at 11. 
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studies ... are similar enough to the results of the European studies that, in the opinion of the 
medical reviewer, a statistical evaluation of the results of the U.S. studies is not required.”'” 

2. Requirements for Proving Drug Safety and Effectiveness 

5 

FDA has developed a rigorous default standard for scientific demonstrations of safety and 
effectiveness of human drug products.'" Section 505(d)(5) of the FD & C Act provides, in 
relevant part, that FDA shall refuse to approve a new drug application when “there is a lack of 
substantial evidence that the drug will have the effect it purports or is represented to have under 
10 the conditions of use prescribed, recommended, or suggested in the proposed labeling.”'” 

Section 505(d) defines “substantial evidence” to mean “evidence consisting of adequate and 
well-controlled investigations, including clinical investigations, by experts qualified by scientific 
training and experience to evaluate the effectiveness of the drug involved , . . FDA has 
stated that “substantial evidence” requires a showing of clinically significant evidence of 
15 effectiveness rather than mere statistical evidence of significance.'” No such showing was made 
for Mifeprex, which has been demonstrated to be less effective than surgical abortion for all 
segments of the population. 


FDA, “Statistical Comments on Amendment 024,” Memorandum to File NDA 20-687 (Feb. 14, 2000). This 
document is available along with the agency’s Statistical Review. See Statistical Review, infra Appendix A. 

Seethe discussion of the development and requirements of FDA’s “gold standard,” Section ill.C.I. 

21 U.S.C.§ 355(d)(5). 

2! U.S.C. § 355(d) (“the term ‘substantial evidence' means evidence consisting of adequate and well-controlled 
investigations, including clinical investigations, by experts qualified by scientific training and experience to evaluate 
the effectiveness of the drug involved, on the basis of which it could fairly and responsibly be concluded by such 
experts that the drug will have the effect it purports or is represented to have under the conditions of use prescribed, 
recommended, or suggested in the labeling or proposed labeling thereof”). 

See Warner-Lambert Co. v. Heckler, 787 F.2d 147, 155 (D.C. Cir. 1986) (“It is important to note that the 
Commissioner does not contend that the effectiveness shown must amount to a ‘medical breakthrough’, as ARW 
complains, but contends in his brief that he would be .satisfied with even a modest clinical or therapeutic effect.”). 
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Section 314.126 of FDA’s rules states that “[r]eports of adequate and well-controlled 
investigations provide the primary basis for determining whether there is ‘substantial evidence’ 
to support the claims of effectiveness for new drugs.’”’* The rule states that a major purpose of 
an adequate and well-designed study is to “permit[ ] a valid comparison with a control to provide 
5 a quantitative assessment of drug effect.”'” According to Section 3 14. 126(b), an adequate and 
well-controlled study serves to ensure that the subjects of the trial have the disease or condition 
being studied,'® that the method of assigning patients to treatment and control groups minimizes 
bias (eg., using randomization),''” and, that “[ajdequate measures are taken to minimize bias on 
the part of the subjects, observers, and analysts of the data” (e.g., blinding).'® The criteria that 
10 the rule establishes “have been developed over a period of years and are recognized by the 
scientific community as the essentials of an adequate and well-controlled clinical 
investigation.”'® 

Agency guidance provides that FDA may approve an NDA based on only one, not two, 

effectiveness trials for drugs in one of the following three categories: 

15 1) when effectiveness may be demonstrated adequately with existing studies of another 

claim or dose (e.g., approval for pediatric use on the basis of studies in adults); 2) when a 
controlled trial of a specific new use is supported by evidence fi'om adequately controlled 
trials from related uses, dosages, or endpoints; and 3) when a single multicenter trial 
provides statistically convincing and clinically meaningful evidence of effectiveness, 

20 supported by confirmatory research.'*" 


21 C.F.R. § 314. 126(a) (“Adequate and well-controlled studies.”). 

' ’ 21 C.F.R. § 314.126(b)(2) (describing “placebo concurrent control,” “dose-comparison concurrent control,” “no 
treatment concurrent control,” “active treatment concurrent control," and “historical control”). 

21 C F,R. § 314.126(b)(3). 

'■*' 21 C F R. § 314.126(b)(4). 

'® 21 C.F.R. § 314.126(b)(5), 

21 C.F.R. § 314.126(3). 

Kulynych, infra Appendix A, at 146 (citing FDA, Guidance for Industry: Providing Clinical Evidence of 
Effectiveness for Human Drug and Biological Products (May 1998) at 5-17 (FDA Effectiveness Guidance). 
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Mifepristone did not fall within any of these categories. The first and second categories were 
inapposite because mifepristone had not been approved for any use in any population in the 
United States; additionally, no evidence from adequate and well-controlled trials had ever been 
presented to FDA regarding any use for mifepristone. Because neither the French Clinical Trials 
5 nor the U.S. Clinical Trial was randomized, blinded, or comparator-controlled, none of these 
trials could provide the type of data necessary for the third category cither. Furthermore, these 
studies lacked “clear, prospectively determined clinical and statistical analytic criteria.’*'^^ 

Even though FDA takes the position elsewhere that the extent to which a trial’s design 
controls for various types of bias “is a critical determinant of its quality and persuasiveness,”'"’ 

10 neither the French Clinical Trials nor the U.S. Clinical Trial were randomized, concurrently 
controlled, or blinded. A control group “aUow[s for] discrimination of patient outcomes (for 
example, changes in symptoms, signs, or other morbidity) caused by the test treatment from 
outcomes caused by other factors, such as the natural progression of the disease, observer or 
patient expectations, or other treatment.”'"® Control groups also enable investigators to 


Blinding is the normal method by which those who evaluate a medication’s effectiveness and side effects, are 
kept unaware of whether they are evaluating the comparator drug (sometimes a placebo), or the new medication (or 
procedure) under .study. If possible, the patient Is also blinded and not allowed to know which treatment she is 
receiving (“double-blinding”). According to standard scientific and medical practice and the standards to which 
FDA holds pharmaceutical sponsors, all clinical research studies investigating the effects of new drugs should be 
subjected to an assessment by a blinded evaluator. Conducting a concurrently-controlled, randomized trial 
comparing surgical abortion with the mifepristone-misoprostol regimen is readily achievable. There are study 
designs that would have also allowed for blinding. Had blinding proved too difficult to perform, the requirement 
could have been waived based upon a satisfactory showing by the sponsor. 

FDA Effectiveness Guidance, infra Appendix A, at 1 2. 

FDA, “Guidance for Industry: ElO Choice of Control Group and Related Issues in Clinical Trials,” {Rockville, 
Md.; May 2001) at 3 (§ 1.2.1) {FDA Guidance (ICH: ElO): Choice of Control Group). FDA’s publication of “ElO” 
is available at: <http://www.fda.gov/cder/guidance/4l55fnl.pdf>. 

FDA Guidance (ICH: ElO): Choice of Control Group, infra Appendix A, at 3 (§ 1 .2) (Introduction, “Purpose of 
Control Group”). 
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determine “what would have happened to patients if they had not received the test treatment or if 

they had received a different treatment known to be effective.”"” 

A trial that employs a concurrent control group drawn from the same population yields 

the most robust data. Concurrent control groups are chosen from the same population as the test 

5 group and are “treated in a defined way as part of the same trial that studies the test treatment, 

and over the same period of time.”'® When concurrent control groups are used, the treatment 

and non-treatment groups are similar in all baseline and non-treatment variables that could 

influence the outcome or introduce bias into the study. 

By contrast, in a trial using external or historical controls “the control group consists of 

10 patients who are not part of the same randomized study as the group receiving the investigational 

agent; i.e., there is no concurrently randomized control group.”'® FDA cautions: 

“The external control may be defined (a specific group of patients) or non-defined (a 
comparator group based on general medical knowledge of outcome). Use of the latter 
comparator is particularly treacherous (such trials are usually considered uncontrolled) 

15 because general impressions are so often inaccurate.”'® 

In such a trial, “[t]he control group is thus not derived from exactly the same population as the 

treated population.”'® If, as is most common, the external control group is composed of “a well- 

documented population of patients observed at an earlier time,” the trial is said to be 


FDA Guidance (ICH: ElO): Choke of Control Group, infra Appendix A, at 3 (§ i .2). 

FDA Guidance fICH: ElO): Choice of Control Group, infra Appendix A, at 3 (§ 1 .2). 

'‘® See FDA Guidance (ICH: ElO): Choice of Control Group, infra Appendix A, at 3 (§ t.2). “Bias here . . . means 
the systematic tendency of any aspects of the design, conduct, analysis, and interpretation of the results of clinical 
trials to make the estimate of a treatment effect deviate from its true value.” Id, 

FDA Guidance (ICH: EIO): Choice of Control Group, infra Appendix A, at 26 (§ 2.5.1). 

FDA Guidance (ICH: ElO): Choice of Control Group, infra Appendix A, at 5 (§ 1 .3,5). 

*® FDA Guidance (ICH: BIO): Choice of Control Group, infra Appendix A, at 26 f§ 2.5.1). 
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“historically” controlled, Blinding and randomization are also not available to minimize bias 
when external or historical controls are used.'^ 

According to FDA, the “[ijnability to control bias is the major and well-recognized 
limitation of externally controlled trials and is sufficient in many cases to make the design 
5 unsuitable. A legal commentator recently cautioned courts about the scientific validity of 
experiments and trials that have no concurrent control.'^® She explained that “historically 
controlled subjects have not been subjected to exactly the same conditions as the test subjects.”’^'^ 
Consequently, “one must be wary of’ non-concurrently controlled studies {i.e., historical, 
external, or uncontrolled studies) because their conclusions can be manipulated more easily than 
!0 if concurrent controls are used.'*^ 

3. FDA’s Acceptance of the French and U.S. Clinical Trial Data Violated 
Section 314.126(e) of the Agency’s Rules 

15 Section 314.126(e) of FDA’s rules states unequivocally that “[ujncontrolled studies or 

partially controlled studies are not acceptable as the sole basis for the approval of claims of 
effectiveness.’”^' The section authorizes the use of uncontrolled trials merely to present 
supporting evidence for controlled trials; uncontrolled trials, if they are “carefully conducted and 


See FDA Guidance (ICH: ElO): Choice of Control Group, infra Appendix A, at 26 (§ 2.5.1) {“but it could be a 
group at another institution observed contemporaneously, or even a group at the same institution but outside the 
study.”). 

‘5* Guidance (ICH: El 0): Choice of Control Group, infra Appendix A. at 27 (§ 2.5.2). 

FDA Guidance (ICH: ElO): Choice of Control Group, infra Appendix A, at 26 (§ 2.5.2). 

Erica Beecher-Monas, “The Heuristics of Intellectual Due Process: A Primer for Triers of Science,” New York 
University Law Review 15: 1563-1657, 1628. 

Beecher-Monas, infra Appendix A, at 1628, n.357. 

Beecher-Monas, infra Appendix A, at 1628, n.357 (“ ‘you can prove anything with selective controls,’ so one 
must be wary of historical controls,” Beecher-Monas quoting Jon Cohen, “Cancer Vaccines Get a Shot in the Arm,” 
262 Science 841, 843 (1993)). 

21 C.F.R. § 3l4.126(e)(cmphasis added). 
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documented, may provide corroborative support of well-controlled studies regarding efficacy 
and may yield valuable data regarding safety of the test drug.”'“ 

FDA recognizes a limited role for external, historically controlled studies. The agency 
takes the position that “[h]istorical (external) controls can be justified in some cases, but 
5 particular care is important to minimize the likelihood of erroneous inference.”"’* Similarly, 
Section 3 14.126 cautions that “[bjecause historical control populations usually cannot be as well 
assessed with respect to pertinent variables as can concurrent controlled populations, historical 
control designs are usually reserved for special circumstances.”'" FDA cites as an example, 
“studies of diseases with high and predictable mortality (for example, certain malignancies), 

10 in which a decision might be made to offer all trial participants a potentially effective drug. 
Externally controlled studies also may suffice because “the effect of the drug is self-evident 
(general anesthetics, drug metabolism).”'* 

The French and U.S. Clinical Trials, which did not employ cither external or historical 
control groups, were uncontrolled. During the Advisory Committee Hearings, FDA’s Dr, 

15 .Ridgley C, Bennett, who summarized the data from the French Clinical Trials, stated: 

There are very few studies comparing medical methods and vacuum aspiration for 
termination of early pregnancy. To date, no large randomized controlled trials have 
compared mifepristone plus misoprostol with suction curettage abortion. However, large 
published series have demonstrated morbidity rates associated with mifepristone plus 
20 prostaglandin to be similar to those of suction-curettage.''’ 


21 C.F.R.§ 314.126(e). 

FDA Guidance (ICH: ES): General Considerations, infra Appendix A, 62 Fed. Reg. at 661 17 (§ 3. 2.2.2). 
According to FDA guidance, the “main advantage” of an externally controlled trial “is that all patients can receive a 
promising drug, making the study more attractive to patients and physicians.” FDA Guidance (ICH: ElO): Choice of 
Control Group, infra Appendix A, at 27 (§ 2.5.6). 

21 C.F.R. § 314.126(b)(2)(v) (“Historical control.”), 

21 C.F.R. § 314.126(b)(2)(v), 

'“ 21 C.F.R. §3!4,126(b)(2)(v), 

FDA Hearings Transcript, infra Appendix A, at 130. Jensen and his fellow researchers conducted “[a] 
prospective, nonciitTent, single center cohort comparison.” Sec Jensen Study, irr/ra Appendix A, at 153. The study 
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“Published series” and uncontrolled studies cannot serve as a substitute for the well-controlled 
clinical trials that FDA requires. A concurrent control group would have been feasible because 
the trial participants were prepared to receive surgical abortion in the event of a failed 
5 mifepristone abortion. 

The unusual circumstances that sometimes justify relying on externally controlled trials 
are not applicable with respect to pregnancy termination, generally, or the termination using 
mifepristone and misoprostol, specifically. Randomized, concurrently-controlled, blinded trials 
would have allowed investigators to compare not only the relative rates of complete termination 
10 and expulsion, but also the nature, intensity, and duration of the numerous side effects. In the 
absence of concurrent controls and blinding, the duration and intensity of cramping, nausea, 
bleeding, pain, and any emotional or psychological effects of the treatments would be subject to 
investigator and patient bias. The design of the U.S. Clinical Trial precluded unbiased 
comparison groups that could have helped analysts arrive “at a complete understanding of 
15 potential advantages, disadvantages and differences” between medical and surgical abortion.'** 
FDA’s de facto waiver of Section 314.126(e) constituted a gross departure from its past practice 
and announced standards for the conduct of adequate and well-controlled clinical trials,"” 


compared the data from Mifeprex patients at one of the sites that participated in the U.S. Clinical Trial with data 
from patients who subsequently underwent surgical abortions at the same site. Although the methodological quality 
of this study is arguably superior to either the French or U.S. Clinical Trials, had it been offered as trial data it also 
would have been a weak substitute for a randomized controlled trial establishing equivalent or superior efficacy to 
surgical abortion. 

'** See Jensen Study, infra Appendix A, at 156. Dr. Cassandra Henderson, a member of the FDA Advisory 
Coiiunitlee, wondered about this point as well: “Since this regimen is not without any side effects and we know that 
spoiil.ineous abortion is not an infrequent occurrence, is it appropriate to use historical controls in trying to evaluate 
the efficacy of this regimen and not a randomized placebo trial?” FDA Hearings Transcript, infra Appendix A, at 
1 3 1 (FDA’s Dr. Ridgely C. Bennett gave the following puzzling response: “Well, I think it would be difficult to do a 
randomized trial of this namre. But I think it is fair to use a historical control for efficacy.”). 

There is no evidence that FDA formally issued a waiver under Section 314.126(c) of the requirement for well- 
controlled studies or that the Population Council ever requested such a waiver. 
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4. Subpart H’s Standard for Proving Drug Effectiveness 

The approval of a drug under Subpart H does not lower the applicable standards for 
proving the drug’s effectiveness. As FDA stated when it adopted Subpart H, “[a]l! drugs 
approved [under Subpart H] will have had effectiveness demonstrated on the basis of adequate 
5 and well-controlled studies.”'™ In fact. Subpart H is available only for drugs “that have been 
studied for their safety and effectiveness in treating serious or life-threatening illnesses and that 
provide meaningful therapeutic benefit to patients over existing treatments (e.g., ability to treat 
patients unresponsive to, or intolerant of, available therapy, or improved patient response over 
available therapy).”'^' Neither the French nor the U.S. Clinical Trials yielded scientifically valid 
10 comparisons with the existing therapy, surgical abortion, to support a finding of a “meaningful 
therapeutic benefit over existing treatments.” FDA should have required the concurrent testing 
of mifepristone with surgical abortion to test the proposition that mifepristone has a meaningful 
therapeutic benefit over the standard method for terminating pregnancies. FDA did not require 
the drug sponsor to perform such trials for Mifeprex, which departs from FDA’s normal 
15 treatment of Subpart H drugs generally and for the other drugs approved under the restricted 
distribution provisions in Section 3 1 4.520. 

Mifeprex appears to be the only drug that FDA has approved under Section 3 1 4.520 of 
Subpart H without requiring compliance with the statutory and regulatory requirements that 
safety and efficacy be scientifically demonstrated through blinded, comparator-controlled, and 
20 randomized clinical trials capable of providing data for subjection to rigorous statistical analysis. 


Suhpart H Final Rule, 57 Fed. Reg. at 58953. 

21 C.F.R. § 314.500 (emphasis added). The class of “existing treatments” to which there must be a comparison, 
as specified in this rule section, is not limited to pharmaceuticals. For example, a potential chemotherapeutic agent 
might be compared to radiation therapy. 
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Aside from Mifcprex, only four drugs have been approved pursuant to Section 314.520, the 
restricted distribution prong of Subpart H. Each of these drugs, Xeloda,'’’ Thalomid,'” Actiq,‘” 
and Tracleer,'” was an appropriate candidate for approval under Section 314.520. Moreover, in 
each case, studies were performed that allowed for a meaningful statistical analysis of the 
5 effectiveness of this drag in comparison with the current available standard of care. FDA’s 
decision to require randomized, comparator-controlled, blinded trial design for each drug, even 
in the face of urgent need for the treatments at issue, supports the claim that FDA’s treatment of 
the mifepristone NDA was aberrant. 

Xeloda™ (capecitabine) was approved for use in treating patients with widely metastatic 
10 (“Stage IV”) terminal breast cancer, for whom all other modalities of chemotherapy have failed 
or are contraindicated.'™ The average lifespan of a patient with multi-drug resistant tumors 
participating in the clinical trials for this drug was only 8.5 months. Because Xeloda was only 
modestly effective (25% of the recipients improved for an average of five months), exhibited 
significant toxicity, and was a last resort treatment for dying patients, FDA approved it under 
15 Section 314.520 with use restrictions and commitments to further study the drug. Subsequent 
randomized, concurrent controlled, blinded evaluator trials demonstrated Xeloda’s statistical 
superiority to the standard of care for metastatic colon and breast cancers.'” 


'” NDA 20896. 

NDA 20785. 

NDA 20747. 

NDA 21290. 

'™ See “NDAs Approved under Subpart H,” irrfra Appendix A. The current version of the Subpart H approval chart 
(updated Aug. 8, 2002) indicates that Xeloda is a “surrogate endpoint" drug, rather than a restricted distribution 
drug. However, the two previous postings of the chart state the opposite. Furthermore, FDA’s approval letter states 
that the NDA “[was] approved under 21 CFR 314.520.” Letter, F'DA/CDER to Cynthia Dineila, Group Director, 
Regulatory Affairs, Hoffman-La Roche Inc. (Apr. 30, 1 998). 

See Xeloda package insert. 


38 



276 


Thalidomide (Thalomid™) was approved under Section 3 14.520 for the treatment of 
leprosy, a disfiguring, chronically disabling, and often lethal skin infection.'^® Thalidomide is a 
drug the severe toxicity of which, particularly to fetuses, is well-documented. Children exposed 
to this drug in utero suffer dramatic birth defects, namely the partial absence of hands, feet, arms 
5 and legs. The public outcry following the discovery that thalidomide causes these alarming 
malformations helped to spur the scientific modernization of FDA drug approval policy and 
practices in the 1960s. Clinical trials involving leprosy are difficult and require long periods of 
time because the disease is very rare in the United States, Three randomized, double-blinded 
comparator-controlled clinical trials were performed to support the Thalomid NDA.'” 

10 Oral fentanyl citrate (Actiq™) was approved under Section 3 14.520 as a powerful 

sedating narcotic painkiller, primarily for use to relieve the suffering of dying cancer patients.'® 
Actiq can be lethal, particularly to children, because it quickly abolishes a patient’s drive to 
breathe, unless the patient is already accustomed to narcotic analgesics, Moreover, Actiq, a 
powerful narcotic, has a high potential for abuse and diversion into the illegal drug market. 

15 Actiq was evaluated in a “double blinded, placebo controlled” study for the treatment of 

breakthrough cancer pain and was shown to “produce statistically significantly more pain relief 
compared with placebo.”'*' Actiq is restricted for use only by oncologists and pain specialists 
who are familiar with the management of the side effects and complications of the drug’s use as 
approved. 


'^* See “NDAs Approved under Subpart H,” infra Appendix A. 
yee Thalomid package insert. 

'® See “NDAs Approved under Subpart H,” infra Appendix A. 
Actiq package insert. 
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Tracleer™ (bosentan tablets) was approved pursuant to Section 314.520 for use in 
treating pulmonary hypertension, a life threatening and frequently progressive condition of 
excessively high blood pressure in the lung blood vessels resulting from chronic scarring and 
injury of the lung tissue.'®^ Tracleer can cause liver damage and major birth defects. Two 
5 randomized, double-blinded, placebo-controlled clinical trials demonstrated the superiority of the 
drug over a placebo. Tracleer was compared to a placebo because there is no alternate standard 
of care for pulmonary hypertension. Despite its potential toxicity, Tracleer was approved subject 
to usage restrictions under Section 314.520 because it is the only treatment available for a life 
threatening and debilitating condition.'®’ 

10 

5. FDA Failed to Require a Comprehensive Audit of French Clinical 
Trial Data after Discovering Violations of Good Clinical Practices 

In June 1996, FDA inspected the trial records of a “French government-supported 
15 abortion clinic” that participated in the French Clinical Trials. FDA issued a Form 483 detailing 
problems uncovered during the inspection. The problems identified by the investigator 
suggested carelessness, fraud, evidence tampering, and the systematic under-reporting of serious 
adverse events. The inspection “revealed a failure to maintain complete and accurate records.” 
The violations that were discovered included: “laboratory reports that were missing” for 1 1 
20 patients, “missing ultrasound documents” for 20 patients, “pages missing from the case record 
files and unreported aspirations,” inclusion of 4 ineligible patients, and “consent forms were 
dated after the start of study for some subjects, and the investigator had signed consent form 


See “NDAs Approved under Subpart H,” infra Appendix A. 
See Tracleer package insert. 
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sometimes in advance, up to 4 days before the subjects had signed.”'®"' There were also “under- 
reported side effects” such as “a patient bleeding with two subsequent aspirations; convulsions 
reported as fainting; and expulsion which was actually a surgical evacuation; bleeding, nausea 
and contractions, or bleeding and pelvic pain.”'“ After elaborating on the deficiencies found, the 
5 FDA inspector concluded: “Notwithstanding these objectionable conditions, [redacted name of 
an FDA official] assured Dr. Aubeny that he would not recommend that the studies not be 
included in the evaluation of the NDA application.”"^ 

FDA should not have allowed tainted data to support the Mifcprex NDA. A complete 
audit of all French Clinical Trial data is warranted to determine whether another set of clinical 
10 trials must be performed to replace the tainted French trial data. 


F. THE AGENCY’S DE FACTO APPROVAL OF MISOPROSTOL’S NEW 
USE WAS ARBITRARY, CAPRICIOUS, AN ABUSE OF DISCRETION, 
OR OTHERWISE NOT IN ACCORDANCE WITH LAW 

When FDA approved Mifeprex, it also took action with respect to a second drug - 
misoprostol. Taken alone, mifepristone is ineffective as an abortifacient.'*’ In order to achieve 
an abortion rate greater than 90 percent, the administration of mifepristone is followed 
approximately two days later by a prostaglandin to complete the abortion. In the U.S. Clinical 


Summary of Findings, Memorandum Accompanying FDA Form 483 Issued to Dr. Elizabeth Aubeny (June 28, 
1996): at 1 [FDA FOIA Release: MIF 004135-45]. 

Summary of Findings, Memorandum Accompanying FDA Form 483 Issued to Dr. Elizabeth Aubeny (June 28, 
1996): at 1. 

Summary of Findings, Memorandum Accompanying FDA Form 483 Issued to Dr. Elizabeth Aubeny (June 28, 
1996): at 9. 

Although .some studies using mifepristone alone have produced completion rates as high as 60 to 80 percent, it is 
widely recognized that, on its own, mifepristone is not a viable substitute for surgical abortion. See, e.g.. Mitchell 
D. Creinin, “Early Medical Abortion with Mifepristone or Methotrexate: Overview,” Early Medical Abortion with 
Mifeprietone or Methotrexate: Overview and Protocol Recommendations (Washington, D.C.: National Abortion 
Federation, 2001) at 3 (reporting that "[ftor gestations up to 49 days, complete abortion occurs in approximately 
60% to 80%” of women using mifepristone alone); Helena von Hertzen, M.D., “Research on Regimens for Early 
Medical Abortion,” Journal of the American Medical Women s Association 55 (Supplement 2000): 133-36. 
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Trial, the prostaglandin used was misoprostol, which was distributed by G.D Searle & Co. 
(“Searle”) as the anti-ulcer drug Cylotec™. Ultimately, FDA based its approval of Mifeprex 
on the combined action of a mifepristone and misoprostol regimen. On the day FDA approved 
mifepristone, it notified Searle that “[t]he drug mifepristone is now approved in a regimen with 
5 misoprostol for termination of pregnancy of 49 days or less.”'*’ 

Searle, which opposed the use of its drug in conjunction with Mifeprex as an 
abortifacient,'”' did not file a Supplemental NDA for the use of misoprostol as part of an abortion 
regimen.'’* Absent such an application, FDA lacked the basis for sanctioning a new indication 
for misoprostol. As Peter Barton Hutt, former FDA general counsel, observed, the agency’s 
10 treatment of misoprostol “set[ ] an extraordinary precedent” because FDA was “seemingly 


After a series of corporate transactions, Searle is now part of Pharmacia Corporation, which is headquartered in 
Peapack, New Jersey, In 1985, G.D. Searle & Co. became the pharmaceutical unit of Monsanto. In April 2000, 
Monsanto merged with Pharmacia & Upjohn to create the Pharmacia Corporation. Pharmacia & Upjohn had been 
created in 1995 when Pharmacia AB and the Upjohn Company merged. On July 15, 2002, Pfizer Inc. announced 
that it would purchase Pharmacia. 

Letter, Dr. Lilia Talarico, M.D., Director, FDA/CDER, Division of Gastrointestinal and Coagulation Drug 
Products, Office of Drug Evaluation III to Dr. Mary Jo Pritza, G.D. Searle & Co. (Sept. 28, 2000): at 1 [FDA FOIA 
Release: MIF 008847-48]. The Talarico Letter came in response to the August 8, 2000 application by Searle to 
obtain approval for changes that would have bolstered the Cytotec label’s discussion of adverse effects (presumably 
in anticipation of FDA’s approval of the mifepristone NDA). FDA chided Searle for attempting to make the 
proposed changes and summarily rejected them. Id. at 1. When it announced the Mifeprex approval, FDA referred 
to the “approved treatment regimen,” See FDA, Press Release, “FDA Approves Mifepristone for the Termination of 
Early Pregnancy” (Sept. 28, 2000). See also FDA webpage, infra Appendix A, “Mifepristone Questions and 
Answers 4/17/2002,” at Question 4 (referring to the “mifepristone treatment regimen”). 

In fact, on August 23, 2000, Searle wrote an open letter to all health care practitioners slating that “Cytotec is not 
approved for the induction of labor or abortion.” The letter listed a number of potential “[sjerious adverse events 
reported following off-label use of Cytotec in pregnant women includ[ing] maternal or fetal death.” Michael Cullen, 
M.D., Medical Director U.S., Searle, Open Letter to Health Care Providers (Aug. 23, 2000)[FDA FOIA Release; 
MIF 008022]. Officials of the American College of Obstetricians and Gynecologists, among others, decried 
Searle’s lack of cooperation. See Ralph W. Hale, M.D., and Stanley Zinberg, M.D., “The Use of Misoprostol in 
Pregnancy,” editorial, New England Journal of Medicine 344 (Jan. 4, 2001); 59-60. FDA’s approval of the 
Mifeprex Regimen in the face of Searle’s opposition appears to have usurped Searle’s rights to control the 
distribution of its drug. 

Because Searle’s patent on misoprostol did not expire until July 2000, no other party would have been able to 
file a timely supplemental NDA for the use of a generic form of misoprostol as an abortifacient. 
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encouraging a drug’s unapproved use.’”” He added that the agency is in an “embarrassing and 
uncomfortable position.’”” FDA did more than encourage the unapproved use of misoprostol; it 
mandated the unapproved use. 

5 1 . Misoprostol's Use as an Abortifacient is a New Indication for which 

the Requisite Supplemental New Drug Application Was Not Filed 

A drug that differs in any material way (including in composition, effect, or intended 
use) from an approved drug is a new drug that must independently be established to be safe and 
10 effective.’” Furthermore, a drug already being used to treat one disease or part of the body may 
be a new drug when used to treat another disease or part of the body. Misoprostol’s new use as 
an abortifacient, therefore, marks it as a “new drug.’”” 

New drugs must be shown to be safe and effective. Specifically, FDA requires that “[a]!I 
indications shall be supported by substantial evidence of effectiveness based on adequate and 
15 well-controlled studies as defined in § 314.126(b) . . . unless the requirement is waived . . . 


Rachel Zimmerman, “Clash Between Pharmacia and FDA May Hinder the Use of RU-486.” Wall Street Journal 
(Oct. 18, 2000): atBl, 

Zimmerman at Bl. 

See Thompson v. Western Medical Center, Brief for the Petitioners (filed by the Solicitor General of the United 
States), No. 01-344 (Dec. 2001): at 4 (“See United States v. Generix Drug Corp., 460 U.S. 453, 460-461 (1983) 
(determination whether a product is a new drug takes into account both active and inactive ingredients); 21 C.F.R. 
310.3(h) (discussing factors that make a drug a ‘new drug’). 

A drug may be deemed “new” because of “[t]he newness of use of such drug in diagnosing, curing, mitigating, 
treating, or preventing a disease, or to affect a structure or function of the body, even though such drug is not a new 
drug when used in another disease or to affect another structure or function of the body.” 21 C.F.R. § 310.3(h)(4). 

The “newness” of misoprostol in this Indication was heightened by the fact that, when Mifeprex was approved, 
misoprostol was explicitly contraindicated for pregnant women. The misoprostol label included the following 
black-box warning: “CYTOTEC (MISOPROSTOL) ADMINISTRATION BY ANY ROUTE IS 
CONTRAINDICATED, BECAUSE IT CAN CAUSE ABORTION, IN WOMEN WHO ARE PREGNANT . . . .” 

In April 2002, the Cytotec label was changed to “remove[ ] the contraindication and precaution that Cytotec should 
not be used in women who are pregnant.” FDA, “Major Change^ to Cytotec Labeling” (April 1 7, 2002). The label 
now restricts the contraindication to pregnant women who are usnig Cytotec as a non-steroidal anti-inflammatory 
drug (“NSAID”). The revised Cytotec label and, more specifically, the “Indications and Usage” section, however, 
continue to lack any reference to the use of misoprostol in the Mifeprex Regimen. 

21 C.F.R. § 201 .57(c)(2). To the best of the Petitioners’ knowledge, FDA did not formally waive the 
requirement for misoprostol as part of an abortion regimen. 
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A Supplemental NDA provides the necessary evidence in support of a new indication.”® Absent 
a waiver, a Supplemental NDA permits FDA to consider the evidence in support of the proposed 
change and approve related labeling changes in advance.'” Even though a new use for 
misoprostol is an integral part of the Mifeprex Regimen, FDA sanctioned this new misoprostol 
5 indication without having received and considered a Supplemental NDA. 

Among the changes for which FDA approval is necessary arc changes to statements in a 
drag’s labeling indicating whether “[t]he drug, if used for a particular indication only in 
conjunction with a primary mode of therapy, e.g., diet, surgery, or some other drug, is an adjunct 
to the mode of therapy.”* A well-known treatment regimen illustrates how FDA has typically 
10 dealt with the labeling of two drugs that have been approved for combined use. The regimen 
pairs methotrexate and Leucovorin Rescue. Methotrexate, a chemotherapeutic agent, kills cancer 
cells by depriving them of folic acid which is necessary for DNA synthesis, but, in the process, 
methotrexate deprives normal bone marrow cells of the folic acid they need. Leucovorin Rescue 
serves as an antidote to the toxic effects of methotrexate. The labeling for Leucovorin Rescue 
15 refers to its use “after high-dose methotrexate therapy in osteosarcoma,” which is an approved 


' ® A recent article noted: “To obtain FDA approval for an additional use of a previously approved drug, the sponsor 
must submit a supplemental application (sNDA, sBLA, or sPMA) demonstrating the safety and efficacy of the dnig 
when used in the new way or for the new indication. The supplemental application typically requires clinical data 
similar to those in the original application, but does not require the same extensive chemistry, manufacturing and 
controls, and preclinrcal pharmacology and toxicology data as in the original application.” Shane M. Ward, 
’’'Washington Legal Foundation and the Two-Click Rule: The First Amendment Inequity of the Food and Dnig 
Administration’s Regulation of Off-Label Drug Use Information on the Internet,” Food and Drug Law Journal 56 
(2001): 41-56, at 44 (citations omitted). 

Seel] C.F.R. § 3 14. 70(b). See also Richard A. Merrill, “The Architecture of Government Regulation of 
Medical Products,” C/mV. of Virginia Law Review 82 (1996); 1753-1866, at 1775 (“FDA takes the position, which 
no manufacturer has sought to challenge in court, that any potentially significant modification of an approved new 
drug [application] likewise requires advance agency approval. As a consequence, not only attempts to expand the 
indications for a drag but other changes in labeling, in inactive ingredients, in the method or location of 
manufacture, or in packaging must first be the subject of an approved Supplemental New Drug Application.”). 

™ Seen C.F.R. § 201,57(c)(l)(iv). 
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indication for methotrexate."®' Similarly, methotrexate’s labeling refers to an approved use of 
Leucovorin Rescue.*®^ 

By contrast, in the Mifeprex labeling, an unapproved indication for misoprostol is 
discussed. In approving such labeling, FDA has taken the aberrant position that the maker of one 
5 drug (Mifeprex) can secure approval of a new indication for another company’s drug 
(misoprostol) merely by describing that new use as part of a combined therapy. FDA 
circumvented its own regulations by failing to require that both drugs in the Mifeprex Regimen 
be approved for the indication in question - pregnancy termination."®^ 


See Leucovorin Calcium for Injection Package Insert (“Indications and Usage”) (“Leucovorin calcium rescue is 
indicated after high-dose methotrexate therapy in osteosarcoma. Leucovorin calcium is also indicated to diminish 
the toxicity and counteract the effects of impaired methotrexate elimination and of inadvertent overdosages of folic 
acid antagonists.”). The package insert is available at; 
<http://www.xanodyne.eom/leucovonn_calcium_pl_2002.pdf>. 

The methotrexate package insert states that “[mjethotrexate in high doses followed by leucovorin rescue in 
combination with other chemotherapeutic agents is effective in prolonging relapse-free survival in patients with non- 
metastatic osteosarcoma who have undergone surgical resection or amputation for the primary tumor.” The package 
insert is available at: <http://www.rxiist.com/cgi/generic/mix_ids.htm>. 

A recent approval of a biologic product also illustrates the principle that FDA-approved labeling lists only 
approved indications. On February 19, 2002, FDA approved Zevalin for use in combination with Rituxan 
(rituximab) to treat low-grade B-cell non-Hodgkins Lymphoma (NHL). Rituxan had been approved previously and 
was already indicated “for the treatment of patients with relapsed or refractory, low-grade or follicular, CD20- 
positive, B-ce!l non-Hodgkin’s lymphoma.” See Rituxan Package Insert (“Indications and Usage”). Rituxan and 
Zevalin are monoclonal antibodies that can significantly shrink tumors by targeting white blood cells (B-cells) 
including malignant B cells. The “Indications and Usage” section of Zevalin’s label describes the drug as being 
“part of the ZEVALIN therapeutic regimen (see Dosage and Administration).” The “Dosage” section directs that 
Rituxan be administered and then followed by Zevalin on Day One and then again seven to nine days later. After 
the Zevalin NDA was approved, detailed information about the administration of the “Zevalin Therapeutic 
Regimen” was added to the Rituxan label. On February 19, 2002, FDA’s Center for Biologies Evaluation and 
Research approved a supplement to the Rituximab biologies license application “to revise the dosage and 
administration section of the package insert to include information regarding the use of Rituximab as a component 

of the Zevalin therapeutic regimen ” Letter, Dr. Karen D. Weiss, M.D., Director, Division of Clinical Trial 

Design and Analysis, Office of Therapeutics Research and Review, Center for Biologies Evaluation and Research, 
to Alice Wei, IDEC Pharmaceuticals (Feb. 19, 2002) (see <http://www.fda.gov/cber/approvIir/rituide021902L.htm>). 
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2. FDA Sanctioned the Promotion of Misoprostol for an Unapproved 
Use as Part of the Mifeprex Regimen 

The use of misoprostol as an abortifacienl is an unapproved or “off-label” use.^*^ FDA 
5 objects to the promotion of off-label uses of drugs by manufacturers.’®^ “Off-label” uses of drugs 
are common as physicians explore new ways of using approved drugs, but normally FDA strives 
to ensure that physicians and patients are not misled into believing that FDA has approved such 
uses. In an effort to curb the promotion of off-tabel uses by pharmaceutical manufacturers, FDA 
issued regulatory guidance in 1996 pertaining to the dissemination of off-label use information.’®'^ 
10 In this case, however, FDA not only sanctioned, but participated in, the promotion of an off-label 
use of misoprostol. FDA oversaw the creation of the promotional materials for Mifeprex,’®^ 
which discussed the off-label use of misoprostol.’®* FDA itself disseminated information about 


See generally James M. Beck and Elizabeth D. Azari, “FDA, Off-Label Use, and Informed Consent: Debunking 
Myths and M\%cox\cex>^\Qns," Food & Drug Law Journal 53 (1998): 71-104, at 71 n.2, which explains “off-label” 
use as follows: 

“Off-label” has more accurately been termed “extra label” use. It means only that a product is used for a 
condition or in a way not appearing on its FDA-regulated labeling, not that the agency has judged the use 
adversely. See. e.g., Washington Legal Found, v. Ke.^sler, 880 F.Supp. 26, 28 n.l {D.D.C. 1995). . . . Off- 
label can mean many things. “fUjsing an approved drug to treat a disease that is not indicated on its label, 
but is closely related to an indicated disease, treating unrelated, unindicated diseases, and treating the 
indicated disease but varying from the indicated dosage, regimen, or patient population may all be 
considered off-label use.” William L. Christopher, Off-Label Drug Prescription: Filling the Regulatory 
Vacuum, 48 FOOD & Drug L.J. 247, 248 (1993) (footnotes omitted). 

See. e.g.. Suhpari H Final Rule, 57 Fed. Reg. at 58,953 (“Under the act. a drug approved for marketing may be 
labeled, promoted, and advertised by the manufacturer only for those uses for which the drug’s safety and 
effectiveness have been established and that FDA has approved.”). 

See FDA, “Advertising and Promotion; Guidances,” Notice, 61 Fed. Reg. 52,800 (Oct. 8, 1996) (publishing two 
guidance documents: “Guidance to Indu.stiy on Dissemination of Reprints of Certain Published, Original Data” and 
“Guidance for Industry Funded Dissemination of Reference Texts”). 

FDA reminded the Population Council in the Mifeprex Approval Letter that, pursuant to 2 1 C.F.R. § 3 1 4.550, 
the drug sponsor is obligated to submit Mifeprex promotional material for review by the agency prior to 
dissemination to physicians and the public. See Mifeprex Approval Letter at 3. 

A Danco Laboratories webpage, for example, contains the following question and answer: 

Q; How Does Mifeprex Work? 

A: Mifeprex blocks progesterone, a hormone necessary for a pregnancy to continue. You take Mifeprex 
followed by a prostaglandin, misoprostol, which causes uterine contractions that help to end pregnancy. 

In more detail, Mifeprex blocks progesterone, a naturally produced hormone that prepares the lining of 
the uterus for a fertilized egg and helps maintain pregnancy. Without progesterone, the lining of the uterus 
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the off-label use of misoprostol in documents such as the press release announcing the approval 
of Mifeprcx for use in conjunction with misoprostol?®’ Recently it did so again when the agency 
emphasized the importance of adhering to the approved regimen, including the off-label use of 
misoprostol?'^ 

5 

3. Mifeprex Is Misbranded: Its Labeling Promotes an Unapproved Use of 
Another Drug 

The labeling for Mifeprex is misleading because it directs physicians to use misoprostol for a 
10 purpose that FDA never approved?" FDA’s ability to regulate the marketing and distribution of 
drugs rests largely on its legal capacity to strictly control the content of a drug’s labeling. A 
fundamental tenet of drug regulation is that FDA requires approval for every indication listed in the 
labeling of a drug?’^ FDA would undercut its own authority if it did not also apply this rule to uses 
for a drug referenced on another drug’s labeling. 

15 The Mifeprex labeling creates false expectations about misoprostol. Physicians and 

patients are justified in believing that any use or indication for a drug, included in the “Indication 


softens, breaks down and bleeding begins. Mifeprex is followed by a prostaglandin that causes the uterus 

to contract, which helps to complete the process The prostaglandin used following Mifeprex is 

misoprostol, a drug already available in the United States. 

“Using Mifeprex: Frequently Asked User Questions,” Danco Laboratories web.site at 
<http://www.earlyoptionpill.com/may_faqs.php3>. The electronic version of the Mifeprex Label contains a 
hyperlink to the Banco Laboratories website, <www.earlyoptionpill.com>, which contains the above-referenced 
webpage. (When printed, the hyperlink appears to be ordinary text.) 

See, FDA, Press Release, “FDA Approves Mifepristone for the Termination of Early Pregnancy” (Sept. 28, 
2000) (“Under the approved treatment regimen, a woman first takes 600 milligrams of mifepristone (three 200 
milligram pills) by mouth. Two days later, she takes 400 micrograms (two 200-microgram pills) of misoprostol, a 
prostaglandin.”). 

See FDA webpage, infra Appendix A, “Mifepristone Questions and Answers 4/17/2002,” at Question 6, In this 
same document, however, FDA cautions health care providers against “using misopro.stol ‘off-label,’ in other words, 
using misoprostol vaginally at different doses ” Id. at Question 9. 

■" Misoprostol receives more than a passing mention on the Mifeprex Label; the word “misoprostol” appears 34 
times (compared to 57 appearances of “mifepristone” and 34 appearances of “Mifeprex”). 
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and Usage” section of an FDA-approved label, has been subjected to the rigorous approval 
process set forth in Section 505 of the FD&C Act. Section 201 .6(a) of the Agency’s rules states 
that misbranding may arise from “a false or misleading representation with respect to another 
drug.”'" “When a physician, manufacturer, or other third party steps in to promote an 
5 unapproved use of a drug by advertising or distribution to other physicians, the drug may become 
unlawful under Section 301(k) the FD&C Act, 21 U.S.C. § 33 l(k)(1994), which prohibits 
misbranding, and Section 502(f)(1), 21 U.S.C. § 352(f)(l)(1994), which requires a drug’s 
labeling to bear ‘adequate directions foruse.’”^''' Mifeprex is, therefore, misbranded. 

Mifeprex is also misbranded because it is unsafe when used as directed in the approved 
10 labeling. Section 502(j) of the FD& C Act states that “[a] drug or device shall be deemed to be 
misbranded . . . [i]f it is dangerous to health when used in the dosage or manner, or with the 
frequency or duration prescribed, recommended, or suggested in the labeling thereof.”^'-’ As 
discussed in the next section, FDA’s approved regimen is unsafe because it lacks important 
safeguards. 

15 


See Elizabeth A, Weeks, “Is It Worth the Trouble? The New Policy on Dissemination of Information on Off- 
Label Drug Use under the Food and Drug Modernization Act of 1997,” Food and Drug Law Journal 54 (1999): 
645-65, at 647 n. 1 3 (citing Merrill, (infra Appendix A), at 1 853). 

Seen C,F.R.§ 201, 6(a). 

Merrill, in/ra Appendix A, at n.3 18 (emphasis added). See also 21 C.F.R. § 314.530(a)(5) (autllorizing the 
Secretary to withdraw approval of a Subpart H drug if “[t]he promotional materials are false or misleading”). 

' 21 U.S.C. § 352(j). See also Jeffrey N. Gibbs and Judith E. Beach, “Chapter 7: Adulteration and Misbranding of 
Drugs” in Fundamentals of Lem and Regulation: An In-Depth Look at Therapeutic Products (David O. Adams, 
Richard M. Cooper, and Jonathan S, Kahan, eds.), vol. H (Washington, D.C.: Food and Drug Law Institute, 1997): at 
229 (“When the drug is dangerous to the health of the user even when used as recommended on the label, it is 
misbranded.”). 
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G. WOMEN’S LIVES ARE BEING ENDANGERED BY THE LACK OF 
SAFEGUARDS IN FDA’S APPROVED REGIMEN 

5 On Febraary 18, 2000, FDA informed the Population Council that “adequate information 

ha[d] not been presented to demonstrate that [mifepristone], when marketed in accordance with 

the terms of distribution proposed [by the Population Council], is safe and effective for use as 

recommended.’®"' Over the next several months, the Population Council and Danco refused to 

supplement its distribution plan with a meaningful patient safety component. This prompted 

10 FDA, on June 1 , 2000, to privately convey to the sponsor a .set of proposed restrictions intended 

to rectify the sponsor’s omission. The agency’s proposed restrictions were soon leaked to the 

public. Amidst a vigorous political and editorial backlash, the sponsor not only rejected FDA’s 

proposal but, in what was described by FDA as a “very significant change,” repudiated 

restrictions the sponsor itself had proposed in 1996.^” FDA succumbed and soon approved a 

15 regimen that did not embody restrictions sufficient to address the agency’s legitimate safety 

concerns. 

Early in the approval process, FDA expressed its intention to place restrictions on the use 
of mifepristone.^" FDA’s position was informed, in part, by the international experience with 


2000 Mifepristone Approvable Letter, infra Appendix A, at 5 (emphasis added). 

See FDA Email (June 23, 2000): at I (explaining that the Population Council’s attorney “affirmed that the 1996 
proposals for distribution system as presented by the Pop Council then and agreed to by the [FDA Advisory 
Committee] and FDA are NOT what the Pop Council wants today. I explained that this change is very significant 
and that they need to provide their juslification/rationale.”)[FDA FOIA Release: MIF 002523]. 

In order to allay concerns of the drug’s European owner, FDA pledged, in the course of securing the U.S. patent 
rights for the Population Council, to “take appropriate measures ... to assist through the NDA-approval process in 
the creation of a regime for the distribution and use that will protect against misuse of the drug.” Letter, David A. 
Kessler, Commissioner of Food and Drugs, to the President & CEO of Roussel Uclaf [name redacted] and to 
Margaret Catley-Carlson, President of Population Council (May 16, 1994): at I [FDA FOIA Release- MIF 004992- 
93]. 
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mifepristone.’” The NDA submitted by the Population Council on March 14, 1996 included a 
plan that would have limited distribution of mifepristone to “licensed physicians (with prior 
training in assessing the length of pregnancy, in diagnosing ectopic pregnancy, and [redacted]), 
who will attend educational seminars on the safe use of this regimen.”^" 

5 The FDA Advisory Committee, when it met in July 1996, was not satisfied with the 

re.strictions proposed by the Population Council and expressed “serious reservations on how [the 
proposed drug distribution system] is currently described in terms of assuring safe and adequate 
credentialing of providers.’"’' The Committee recommended additional restrictions designed to 
ensure “that this drug not be expanded to hands of physicians who are not already skilled in 
10 managing pregnancies, terminations, and complications of both.’’— Accordingly, FDA’s 1996 
Approvable Letter required the submission of “a comprehensive description of the proposed 
distribution system.’’^" 

In subsequent submissions, however, the Population Council insisted that the drug was 
safe and proffered restrictions designed primarily to control the manufacturing and retailing of 
15 the drug product. On August 18, 1999, the Population Council proposed to:“ (i) limit the 
number and type of distributors; (ii) limit distribution to distributor-registered physicians who 


In Europe, for example, mifepristone is used under more highly controlled conditions than were ultimately 
required in the United States. See Amendment to NDA 20-687, International Product Labeling with English 
Translations (submitted March 2 1 , 2000) (presenting English translation of mifepristone product label, approved 
July 6, 1999, used in Austria, Belgium, Denmark, France, Germany, Greece, the Netherlands and Spain)[FDA FOIA 
Release: MIF 000493-506]. 

Memorandum. FDA/CDER to NDA 20-687 File (Sept. 16, 1996): at 2 [FDA FOIA Release MIF 000560-62]. 

FDA Advisory Committee, Minutes of July 19, 1996 Meeting (approved July 23, 1996): at 7 [FDA FOIA 
Release: MIF 000539-45]. 

FDA Memorandum, “Highlights of the July 19, 1996 Reproductive Health Products Advisory Committee (AC) 
Meeting on Mifepristone: Outstanding Issues for FDA to Address’’ (undated): at 3-4 [FDA FOIA Release: 

MIF 000534-38]. 

1996 Mifepristone Approvable Letter , infra Appendix A, at I, 
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had provided certain assurances;^ and, (iii) make available “training materials and information” 
and medical consultation to health care provider and product information to patients."^ On 
January 21, 2000, Danco opined that “[rjegardless of the distribution system for mifepristone, the 
medical safety of this drug is well documented.”^’ and proposed a distribution system that was 
5 designed only to ensure that Danco would “exeit[ ] positive control over distribution of 
Mifeprex® through all phases of manufacturing, storage, shipment and administration from 
manufacturer to patient.”"*^ 

In reaction to the sponsor’s recalcitrance, FDA took the position “that restrictions as per 
CFR 3 14.520 on the distribution and use of mifepristone are needed to assure safe use of this 
10 product.”’’’ The agency nevertheless continued to encourage the sponsor to take an active role in 
devising appropriate restrictions on the use of mifepristone. Instead, in March 2000, the 
Population Council again protested that such restrictions were unwarranted.”'’ It submitted a 


See Medical Officer’s Review, infra Appendix A, at 21-23 (setting forth the Population Council’s complete 
response submitted to FDA on August 18, 1999). 

The physician would be required to provide a 5e//^atteslation covering the physician’s ability to accurately date 
pregnancies and determine the patient’s blood Rh factor and the physician's access to emergency medical facilities. 
Registering physicians would also agree to obtain from each patient an acknowledgement that she has received frill 
information and is willing to comply with the treatment regimen, to maintain certain records (including ultrasound 
and blood test records) for each patient, to report adverse events and information about ongoing pregnancies, and to 
“[u]se every effort to ensure patients return for their follow up visit 14-20 days after taking the product.” See 
Medical Officer’.s Review, infra Appendix A, at 22-23. 

See Medical Officer’s Review, infra Appendix A, at 23. 

Amendment 039 to the NDA, Cover Letter, Danco to FDA (Jan. 2 1 , 2000): at 1 [FDA FOIA Release: MIF 
000525-26J. Danco attempted to attribute any deleterious effects of mifepristone abortions to misoprostol: “More 
.serious adverse events are quite rare and are related to the entire treatment (not mifepristone perse), almost always 
following the use of the prostaglandin.” Id. at 2. 

See Amendment 039 to the NDA, Mifeprex Distribution Plan Executive Summary (Jan. 21. 2000): at 3 [FDA 
FOIA Release: MIF 000530-3 1 ). 

See 2000 Mifepristone Approvabie Letter, infra Appendix A, at 5. See supra Section IILC.2 and Ill.D. for a 
discussion of Subpart H, Section 3 14.520, which is reserved for drugs that are so inherently dangerous that their 
distribution and use must be restricted. 

In the courae of objecting to the approval of the drug under subpart H, which is “likely to falsely ‘mark’ 
mifepristone as a highly toxic and risky drug,” the Population Council insisted that “the FDA knows, [Mifeprex] is 
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distribution plan that it characterized as “detailed and comprehensive” and “surely equal to its 
purpose.”^^' Once again, the plan consisted of restrictions intended only to control the 
manufacturing and retailing of the drug product.”- Again FDA objected that “[t]he proposed 
distribution system as submitted primarily addresses security for the manufacturer and 
5 distributor; it must also include safeguards for the patient.””^ The agency requested “that 
sponsor present a proposal regarding provider qualifications that addresses safety concerns of 
patients receiving the drug product.”"^ 

On June 1 , 2000, FDA proposed the following set of “Qualifications for Physician 
Recipients;” (1) the physician must demonstrate that she is licensed to practice medicine; (2) the 
10 physician must be “trained and authorized by law” to perform surgical abortions; (3) the 
physician must have “been trained to and ha[vc] the ability to assess the age of a pregnancy 
accurately by ultrasound examination, to monitor abortion by ultrasound examination, and to 
diagnose an ectopic pregnancy by ultrasound examination;” (4) the physician must have 
“satisfactorily completed training certified by the distributor in the mifepristone treatment 
15 procedure, including mechanism of action, appropriate use, proper administration, follow-up, 
efficacy, adverse events, adverse event reporting, complications, and surgical indications;” and 


exceptionally safe and effective.” Responses by Population Council to “FDA Letter, [redacted] to Arnold, Sandra 
(February 18, 2000)” (Mar. 2000): at 1 [FDA FOIA Release: MIF 000523-24](“March 2000 Response”). 

March 2000 Response, infra Appendix A, at 2. 

Specifically, the plan provided for “secure manufacturing and shipping procedures, controlled returns, tracking of 
distribution of individual packages to the patient level, use of a limited number of distributors [redacted], account 
registration and other detailed ordering requirements for practitioners, direct distribution only to practitioners (not 
through retail pharaiacies), and the use of signed patient agreements.” March 2000 Response, infra Appendix A, at 2. 

Teleconference Meeting Minutes (between FDA staff and representatives of Population Council and Danco) 

(May 19, 2000): at I [FDA FOIA Release: MIF 00781 1-I3J. 

Teleconference Meeting Minutes (between FDA staff and representatives of Population Council and Danco) 

(May 1 9, 2000): at 1 . FDA wanted the sponsor to provide a set of auditable provider qualifications, a plan for 
auditing providers to ensure that they were meeting these criteria, and an arrangement for discontinuing distribution 
to unqualified providers. See id. at 2. 
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(5) the physician must have “continuing access (e.g., admitting privileges) to a medical facility 
equipped for instrumental pregnancy termination, resuscitation procedures, and blood transfusion 
at the facility or [one hour’s] drive from the treatment facility.”'^^ FDA’s proposals "were 
intended to address concerns about the safety of the women undergoing mifepristone- 
5 misoprostol abortions that the Population Council and Danco had refused to take into account in 
crafting restrictions for the drug.^-^ 

The Population Council and Danco objected strenuously to the proposed restrictions and 
aired their complaints in public.^” FDA reprimanded the Population Council for leaking the 
restrictions to the public and misrepresenting the nature of the restrictions.^^^ The Executive Vice 
10 President of the American College of Obstetricians and Gynecologists submitted an analysis of 

the leaked restrictions to FDA.^^^ The editorial and political reaction, together with the 


See FDA, "FDA Proposed Restricted Distribution System for NDA 20-687 on 6/1/00" (June 1, 2000)[FDA 
FOIA Release: MIF 000522]. See also American College of Obstetricians and Gynecologists, “Analysis of the 
Possible FDA Mifepristone Restrictions" (July 27, 2000): at 1 (setting forth FDA’s second proposed restriction, 
which is redacted in the publicly available copy of FDA’s proposal; also providing the redacted portion of the fifth 
restriction)[FDA FOIA Release; MIF 001366-69]. 

It should be noted, that even these restrictions would not have been sufficient to make mifepristone-misoprostol 
abortions safe, Among the key safeguards missing from FDA’s proposal were requirements that every prospective 
patient undergo an ultrasound and that prescribing physicians be required to have admitting privileges at facilities 
able to provide emergency care. 

Paul Blumenthal, M.D., Jane Johnson, and Felicia Stewart, M.D., “The Approval of Mifepristone (RU486) in the 
United States: What’s Wrong with this Picture?” Medscape Women ’s Health 5 (2000) (reproduced in an internal 
FDA emaii)[FDA FOIA Release: MIF 00002597-99] (“At a meeting of early abortion providers and abortion 
advocates, the Population Council and Danco revealed that the U.S. Food and Drug Administration (FDA) had made 
a series of proposals regarding the labeling and distribution of mifepristone that would severely limit women’s 
access to the drug if and when it is approved."). 

See Teleconference Meeting Minutes (between FDA staff and representatives of the Population Council and 
Danco) (June 7, 2000): at 1 (“Meeting Objective: ... to discuss the misrepresentations by the Press regarding the 
proposed distribution system, and to agree on the need for serious, candid, and confidential discussions to resolve 
deficiencies of the application.’’)[FDA FOIA Release: MIF 002136-37]; FDA internal email (June 23, 2000): at 1 
(re: telephone conversation with Population Council attorney, Nancy Buc, on 6/23/00) (“I also said that we were 
looking to Pop Council to be a responsible entity in manufacturing, distributing, and shepherding this drug and that 
most responsible entities make proposals rather than expect FDA to write labels and distribution systems and obtain 
comments through the media.")[FDA FOIA Release: MIF 002523]. 

See Letter, Ralph Hale, M.D. (Executive Vice President, ACOG) to Jane Henney, M.D. (July 24, 2000) and 
enclosure: ACOG, “Analysis of the Possible FDA Mifepristone Restrictions” (July 27, 2000)[FDA FOIA Release: 
MIF 001366-69]. ACOG and the American Medical Association (“AMA”) also attempted to secure a meeting with 
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impending approval deadline of September 30, 2000, however, had the desired effect of 
undermining FDA’s resolve. 

At a meeting on My 19, 2000, FDA yielded to the Population Council and Danco on a 
number of important issues.'^^ FDA abandoned its proposal for auditable physician 
5 qualifications and agreed instead to permit physicians to attest to their own qualifications.^'*^ 
Instead of requiring formal training, FDA merely “request[cd] that the physician also attest to 
having read and understood the training materials and labeling.”-'*'* FDA also agreed not to 


Dr. Jane Henney, FDA Commissioner, and her staff, in order to further discuss their opinion of the restrictions. See 
Letter, Ralph Hale, M.D. (Executive Vice President, ACOG) and E. Ratcliffe Anderson, Jr., M.D, (Executive Vice 
President, AMA) to Jane Henney, M.D. (July 24, 2000): at 1 (‘The under.Mgned organizations ... are very 
concerned about restrictions . . . [FDA] has proposed for . . . mifepristone We would like the opportunity to 
meet with you and your staff to discuss this important issue. It’s imperative that the FDA folly understands the 
effect that these proposals would have on the quality of health care. It’s equally imperative that the FDA’s work be 
based solely on evidence from the drug’s clinical trials, and be entirely from political influence.”)[FDA FOIA 
Release; MIF 001363]. They were permitted only to meet with officials in FDA’s Office of Women’s Health, an 
office within the agency that was not involved in reviewing the NDA. See Letter, Jane Henney to Hale and 
Anderson (Aug. 1 1, 2000); at 1-2 [FDA FOIA Release: MIF 001361], The questionable scientific basis for this 
challenge to FDA’s proposed restrictions was recently brought to the attention of ACOG by one of the Petitioners, 
Letter, Donna Harrison, M.D. (Chairperson, AAPLOG Committee on Mifeprex Use) to Ralph Hale, M.D. 
(Executive Vice President, ACOG) (May 23, 2002) (available at <http://www.aaplog.org/acoginifeprexletter.htm>). 

See, e.g, Letter, U.S. Senator Barbara Boxer to Dr. Jane Henney (June 9, 2000); at 1 (“According to news 
reports, the FDA is considering placing draconian restrictions on the accessibility of RU-486 as a condition of its 
approval .... In 1996, the FDA found RU-486 to be safe and effective. Therefore, it is a mystery to me why the 
FDA would even consider restricting access to it.”)[FDA FOIA Release: MIF 006376]; Letter, Mark Green, Public 
Advocate for the City of New York, to Dr. Jane Henney (Sep. 22, 2000); at 1 (“Earlier this week Planned 
Parenthood of New York City, NARAL-New York, the Access Project and Physicians for Reproductive Health and 
Choice joined me in convening a public hearing in New York City on pending action by [FDA] on mifepristone .... 
[I am] also concerned about the restrictions on access to RU-486 that FDA is said to be considering.“)[FDA FOIA 
Release: MIF 001288-1302]; Sheryl Gay Stolberg, “F.D.A. Adds Hurdles in Approval of Abortion Pill,” New York 
Times (June 8, 2000); at A21 (“The long-running effort to bring the French abortion pill to women in this country 
has encountered yet another obstacle; a suggestion by [FDA] that it may place tight restrictions on how the drug, 
RU-486, is distributed and who can prescribe it.”); Letter, U.S. Representative Lynn Woolsey to Dr. Jane Henney 
(June 22, 2000): at I (“However, I am deeply concerned about recent press reports about proposed restrictions.”) 
[FDA FOIA Relea.se; MIF 006372]. 

^‘*‘ As noted above, because FDA had accorded priority review to mifepristone, the approval process was slated for 
completion by September 30, 2000. 

See Meeting Minutes, re: Approvability Issues Related to Labeling and Distribution Plan for Mifepristone (July 
19, 2000): at 2-4 [FDA FOIA Release; MIF 004661-65]. 

See id at 2. 

^'*'’ Id at 2. 
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require pre-procedure ultrasounds.-'” Furthermore, FDA stated “that it is not necessary to require 

the patient to take the drugs in the presence of health care provider.”* 

Among the unresolved issues at the conclusion of the My 1 9, 2000 meeting was the 

question of whether prescribing physicians should be limited to those who were able to perform 

5 surgical abortions, a provider qualification FDA believed was necessary: 

FDA requests that the ability to perform vacuum aspirations and/or D&Cs be added to 
provider qualifications. Providers also need to have access to emergency services. The 
need for surgical intervention is predictable unlike with other drugs. All OB/GYNs and 
other practitioners of women’s health have these skills. The countries with experience 
10 with mifepristone have tight provision of complete services and have a long record of 

good outcomes.* 


The Population Council later rejected FDA’s request,™ and the agency acquiesced,’® 

Despite its persistent concerns, FDA approved a regimen that posed the very risks to 
15 women’s health that the agency had previously identified. When it approved Mifeprex, FDA 
stated that “[ujnder 21 CFR 314.520, distribution of the drug is rc,stricted as follows:” 


20 


25 


Mifeprex™ must be provided by or under the supervision of a physician who meets the 
following qualifications: 

• Ability to assess the duration of pregnancy accurately, 

• Ability to diagnose ectopic pregnancies. 

• Ability to provide surgical intervention in cases of incomplete abortion or severe 
bleeding, or have made plans to provide such care through other qualified 
physicians, and are able to assure patient access to medical facilities equipped to 
provide blood transfusions and resuscitation, if necessary. 

• Has read and understood the prescribing information of Mifeprex™. 


See id. at 3, 

“ U. at 3. 

M. at 3, 

™ See Amendment 054 to the NDA, re; Further Response Regarding Labeling and Distribution: Follow up to July 
19, 2000 Meeting (July 27, 2000): at 5 (arguing that bolstering the provider qualifications in this way would be “not 
only unnecessary, but also in fact potentially counterproductive for patients")[FDA FOIA Release- MIF 0001 373- 
81], 

* See Teleconference Meeting Minutes, re: status of pending review issues pertaining to this drug product (Aug. 
11, 2000): at I [FDA FOIA Release: MIF 004587-88], 
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5 


U) 


Must provide each patient with a Medication Guide and must fiilly explain the 
procedure to each patient, provide her with a copy of the Medication Guide and 
Patient Agreement, give her an oj^ortunity to read and discuss both the 
Medication Guide and the Patient Agreement, obtain her signature on the Patient 
Agreement, and must sign it as well. 

Must notify the sponsor or ite designate in writing as discussed in the Package 
Insert under the heading DOSAGE AND ADMINISTRATION in the event of an 
ongoing pregnancy, which is not terminated subsequent to the conclusion of the 
treatment procedure. 

Must report any hospitalization, transfiision or other serious events to the sponsor 
or its designate. 

Must record the Mifeprex^^ package serial number in each patient’s records.^^° 


In addition, the restrictions include a requirement that distribution be carried out in accordance 


15 with the plan submitted to FDA by the Population Council in a March 30, 2000 submission.’^' 
Even as it assented to a regimen that lacked critical safeguards, FDA took a number of steps that 
indicated its lingering concerns about the safety of the drug. First, FDA ultimately decided to 
rely on an infrequently used provision in Subpart H in hopes of ensuring that mifepristone would 
be used safely and, if necessary, could be withdrawn from market rapidly.^^^ Second, the staff 
20 insisted that the mifepristone label “include a black boxed warning describing the major 

requirements and conditions for use.”-” “FDA generally reserves boxed warnings for serious or 


Mifeprex Approval Letter at 2. 

See Mifeprex Approval Letter at 2. 

See 2 i C.F.R. 530 {“Withdrawal Procedures”). See also FDA, Memorandum, re; NDA 20-687 (Feb. ! 7, 2000): 
at 3 [FDA FOIA Release: MIF 000583-85]. As late as July 19, 2000, the question of whether to use Subpart H was 
deemed to be an “Outstanding Issue.” See Meeting Minutes, re: Approvability Issues (July 19, 2000)' at 4 [FDA 
FOIA Release: MIF 004661-65]. 

FDA, Memorandum, re NDA 20-687 (Feb. 17, 2000): at 2. The Population Council, which opposed the 
inclusion of such a warning, ultimately pereuaded FDA to agreed to a pared-down Black Box Warning, which would 
merely direct the prescribing physician (i) to plan in advance for emergency care, and (ii) to make available to the 
patient and provide her with the opportunity to discuss the patient information and patient agreement. See 
Amendment 054 to the NDA, re; Further Response Regarding Labeling and Distribution: Follow up to July 19, 2000 
Meeting (July 27, 2000): at 1-2 [FDA FOIA Release MIF 0001373-81]. 
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life-threatening risks that best can be minimized by conveying critical information to the 
prescribing doctor in a highlighted manner.”^ 

FDA’s willingness to tailor the restrictions on Mifeprex to suit the demands of the 
Population Council and Danco will continue to manifest itself in serious adverse events among 
5 the women who use the Mifeprex Regimen. Some of the most critical flaws in the approved 
regimen are discussed below along with serious adverse events that have already been reported. 

1 . The Approved Regimen Is Unsafe Because It Does Not Require 
Ultrasound 

10 a. Ultrasound Is Necessary to Accurately Date Pregnancies 

The gestational age of a woman’s pregnancy is a critical factor in determining whether 
she is an appropriate candidate for a mifepristone abortion. In order to minimize the risks of 
hemorrhage, incomplete abortion and continuing pregnancy, the gestational age of the pregnancy 
15 must be less than or equal to 49 days.^^^ The authors of the Spitz Article, for example, found that 
“[fjailures, defined as cases requiring surgical intervention for medical reasons or because the 
patient requested it, the abortion was incomplete, or the pregnancy was ongoing, increased with 
increasing duration of the pregnancy.”’^^ Through the combination of mifepristone and 


Judith E. Beach et aL, “Black Box Warnings in Prescription Drug Labeling: Results of a Survey of 206 Drugs,” 
Food and Drug Law Journal 53 (1998); 403-412, at 403 (available at: 

<http://www.fdIi.org/pubs/Joumal%200nline/53_3/art2.pdf>). See also 21 C.F.R. § 201.57(e) (“Warnings”). 

As noted above, the gestational age of a pregnancy is based on the first day of a woman’s last menstrual period, 
which is designated as Day 1 of the pregnancy. 

Spitz Article, infra Appendix A, at 1241. “The largest increase was in failures representing ongoing pregnancy, 
which increased from 1 percent in the [less than or equal to] 49-days group to 9 percent in the 57-to-63 days group 
(P<0.001).” Children bom from ongoing pregnancies, after a failed application of the Mifeprex Regimen, may 
suffer birth defects, fertility problems, or other health problems later in life. Researchers have found evidence 
linking misoprostol and birth defects such as missing or deformed limbs and misshapen skulls. Much of this 
research was conducted in Brazil, where numerous women have attempted to induce abortions using misoprostol 
alone. See. e.g., Sylvia Pagan Westphal, “Birth Defects Caused by Ulcer Drug Abortions,” NewScientisi.com (29 
Aug. 2001) (“Several studies in Brazil, where up to 75 percent of clandestine abortions involve misoprostol, suggest 
the drug causes birth defects such as fused joints, growth retardation and a condition known as Mbbius syndrome, 
which is characterised by paralysis of the face.’O; leda M. Orioli and Eiduardo E. Castilla, “Epidemiological 
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misoprostol, “pregnancy was terminated in 762 of the 827 women pregnant for [less than or 
equal to] 49 days (92 percent), 563 of the 678 women pregnant for 50 to 56 days (83 percent), 
and 395 of the 510 women pregnant for 57 to 63 days (77 percent) . . . The study also found 
that “[ajbdominal pain, nausea, vomiting, diarrhea, and vaginal bleeding also increased with 
5 advancing gestational age.”*^* Due to the significant increase in failures and complications with 
increasing gestational age, FDA approved Mifcprex only for pregnancies of less than or equal to 
49 days’ gestation3^^ 

The only way to date a pregnancy with the degree of accuracy necessary to exclude 
women whose pregnancies are beyond 49 days’ gestation is by use of transvaginal ultrasound. 

10 FDA severely undermined the limitation on gestational age, however, when it failed to require 


Assessment of Misoprostol Tetratogenicity,*’ British Journal of Obstetrics and Gynaecology 107 (April 2000); 519- 
23, at 522 {“. . . there is an association of prenatal use of misoprostol as an abortifacient and congenital defects of 
vascular disruption type.”); F.R. Vargas etal., “Prenatal Exposure to Misoprostol and Vascular Disruption Defects: 
A Case-Control Study,” American Journal of Medical Genetics 95 (2000): 302-306, at 306 (“add[ing] 
epidemiological basis to the growing body of evidence that prenatal exposure to misoprostol is related to the 
occurrence of vascular disruption defects in some exposed fetuses.”). FDA determined that data submitted by the 
Population Council from a survey of fetal abnormalities in 82 pregnancies that were exposed to mifepristone alone 
or in combination with misoprostol was inconclusive. See FDA Mifeprex Approval Memorandum, infra Appendix 
A, at 4. FDA acknowledged, however, the possible link between misoprostol and birth defects. See Medical 
Officer’s Review, infra Appendix A, at 1 8 (“. . . medical follow-up is required to ensure that surgical termination is 
performed in case the medical termination attempt fails since misoprostol has been reported to be teratogenic in 
humans (limb defects and skull defects).”). The need for a study of the possible joint effects of mifepristone and 
misoprostol on babies born after a failed application of the Mifeprex Regimen was highlighted by the abnormalities 
discovered in a fetus exposed to misoprostol and mifepristone. See Office of Postmarketing Drug Risk Assessment, 
AERS Report, ISR Number 3877547-X (March. 1 , 2002) (French report of numerous deformities in fetus that was 
exposed to mifepristone and misoprostol but survived until a subsequent surgical abortion was performed; ‘The 
anatomopathology examination showed a meningo-encephalocele. The left hand was constituted of only two fingers 
(oligodactylia), left and right foot were constituted of only one finger (monodactylia). There was a facial 
dysmorphia.”). 

Spitz Article, Appendix A, at 1241. 

Spitz Article, infra Appendix A, at 1241. In order to treat vaginal bleeding, “[t]wo percent of the women in the 
[less than or equal to] 49-days group, as compared with 4 percent in each of the other two groups, were hospitalized, 
underwent surgical intervention, and received intravenous fluids (P=0.008).” Id. 

FDA’s Medical Officer's Review noted: “The success of medical termination of pregnancy decreased with 
advancing gestational age and the incidence of adverse events increased with advancing gestational age.” Medical 
Officer’s Review, infra Appendix A, at 18. The review stated further; “This method of pregnancy termination is of 
limited value because of the relatively short window of opportunity, in which it can be employed. Its safety and 
effectiveness is based on its use during the seven weeks following the first day of the last menstrual period.” Id. 
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the ultrasound dating of pregnancies. FDA’s approved regimen relies instead on a patient’s 
recollection of her menstrual history and a physical examination. Dating based on menstrual 
history is inherently inaccurate because women may not have a perfect 28-day menstrual cycle'^° 
and because 25 percent of women experience bleeding during the early stages of pregnancy.''^' 

5 Gestational dating through physical examination, even when carried out by experienced 

clinicians, can also be inaccurate. Factors such as patient body size, uterine fibroids, previous 
parity, and uterine position may impair a clinician’s ability to assess uterine size.^^-^ Transvagina! 
ultrasound, by contrast, is accurate within plus or minus 3 days at gestational ages of 5 to 7 
weeks.-^ “Transvaginal ultrasonographic examination is necessary to ensure accurate gestational 


See, e.g.. Leon Speroff, M.D., Robert H. Glass, M.D., and Nathan G. Kase. M.D., Clinical Gynecologic 
Endocrinology and Infertility. 5'*’ ed. (Baltimore: Lippincott Williams and Wilkins, 1994) at 219 (“The perfect 28 
day cycle is indeed the most common mode, but it totaled only 12.4% of Vollman's cycles. Overall, approximately 
1 5% of reproductive age cycles are 28 days in length. Only 0.5% of women experience a cycle less than 2 1 days 
long, and only 0.9% a cycle greater than 35 days. Most women have cycles that last from 24-35 days, but at least 
20% of women experience irregular cycles.”). 

See Peter W. Callen, M.D., Ultrasonography in Obstetrics and Gynecology 2^^ ed. (Phila, Pa: W.B. Saunders 
Company; Harcourt, Brace, Jovanovich, 1988) at 32 (“Threatened abortion is a common complication that occurs in 
approximately 25% of clinically apparent pregnancies.”); Speroff, et al. Clinical Gynecologic Endocrinology and 
Infertility, 5'*’ ed. (Baltimore: Lippincott Williams and Wilkins, 1994) at 536 (noting that “pregnancy and pregnancy- 
related problems such as ectopic pregnancy or spontaneous abortion” can cause uterine bleeding). 

Steven R. Goldstein, M.D.. Francis R. M. Jacot, M.D., Claude Poulin, M.D., and D. Scott Poehlmann, M.D., 
“Documenting Pregnancy and Gestational Age ” Chapter 4, in Maureen Paul et al., eds., A Clinician ’s Guide to 
Medical and Surgical Abortion (Philadelphia: Churchill Livingstone / Harcourt Brace, 1 999) CA Clinician 's 
Guide")', at 41 (“Although clinical sizing of the uterus during the first trimester can provide a rough estimate of 
gestational age, it is imprecise; misestimation of gestational age by uterine sizing alone can occur even in the hands 
of experienced clinicians.”). 

See A Clinician ’s Guide, infra Appendix A, at 4 1 (“a number of conditions such as leiomymas, multiple 
gestation, and obesity may severely limit the accuracy of gestational age assessment by physical examination, 
warranting preprocedure assessment by ultrasonography in known or suspected cases”) (footnotes omitted). 

See Salim Daya, M.B., “Accuracy of Gestational Age Estimation Using Fetal Crown-rump Measurements,” 
American Journal of Obstetrics and Gynecology 168 (March 1993): 903-908; Ivar K. Rossavik, M.D., George O. 
Torjusen, M.D., and William E. Gibbons, M.D., “Conceptual Age and Ultrasound Measurements of Gestation Age 
and Crow-Rump Length in in Vitro Fertilization Pregnancies f Fertility and Sterility 49 (1988): 1012-17. See also 
Mitchell D. Creinin, M.D. and Heather Jerald, “Success Rates and Estimation of Gestational Age for Medical 
Abortion Vary with Transvaginal Ultrasonographic Criteria,” American Journal of Obstetrics and. Gynecology 1 80 
(1999): 35-41. In this study comparisons of gestational age estimates based on the last reported menstrual period to 
those generated through ultrasound in patients presenting for medical abortion, revealed the former method to be 
significantly inaccurate in approximately half the cases. The authors observed: “It is interesting that in this 
population of women seeking abortion the gestational age according to the LMP [last menstrual period] was verified 
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dating for provision of medical abortion according to current standards in clinical guidelines 
established by the National Abortion Federation.""'^* 

b. Ultrasound Is Necessary to Identify Ectopic Pregnancies 

5 Approximately two percent of all pregnancies in the United States are “ectopic 

pregnancies,” in which the pregnancy is located outside the uterus - often in the fallopian tube.^*^ 
Mifeprex docs not terminate ectopic pregnancies."*’ Therefore, if a woman who has an ectopic 
pregnancy undergoes a mifepristone-misoprostol abortion, she is at risk for tubal rupture and 
subsequent hemorrhage due to delay in diagnosis and delay in treatment. The symptoms of an 
10 ectopic pregnancy - vaginal bleeding, pelvic pain, and cramping - are confusingly similar to 

certain side effects of the Mifeprex Regimen.’** A woman with an ectopic pregnancy is at risk of 
suffering massive intra-abdominal hemorrhage, damage to her reproductive organs, permanent 


by the transvagina! ultrasonographic examination only 48% to 56% of the time when a gestational sac was present 
and only 55% to 64% of the time when an embryonic pole was present .... These results, though, do not even 
include those women who were excluded from the studies because the ultrasonographic examination findings were 
so different from the dates by LMP that the estimation of gestational age was changed too much for them to be 
included.” Id. 

Mitchell D. Creinin, M.D. ajid Heather Jerald, “Success Rates and Estimation of Gestational Age for Medical 
Abortion Vary with Transvaginal Ultrasonographic Criteria,” American Journal of Obstetrics and.Gynecology 180 
(1999): at 35-41 (text preceding n. 8) (citation omitted). 

Centers for Disease Control, “Ectopic pregnancy - United States, 1990-1992,” Morbidity and Mortality Weekly 
Report {MMWR) 44 (No. 3) (Jan. 27, 1995): at 46. The number of ectopic pregnancies may be even higher now 
because sexually transmitted diseases and other causes of ectopic pregnancy are more widespread than they were in 
1 992 - the latest year for which the Centers for Disease Control have reported the number of ectopic pregnancies. 

Id. at 46-7. 

See. e.g., Beth Kruse et al, “Management of Side Effects and Complications in Medical Abortion,” American 
Journal of Obstetrics and Gynecology 183 (2000): S65-S75, at S72 (“Mifepristone has not proved effective in 
treating extrauterine pregnancy . . . .”). 

See American College of Obstetricians and Gynecologists, “Medical Management of Abortion,” ACOG Practice 
Bulletin: Clinical Management Guidelines for Obstetrician-Gynecologists 26 (April 2001): at 6 (noting that in 
medical abortions, ‘Nvomen may even experience symptom resolution consistent with a complete medical abortion 
and still have a persistent gestational sac or even an ectopic pregnancy”) (“ACOG Practice Bulletin”). Vaginal 
bleeding, for example, is a norma! consequence of the Mifeprex Regimen and may continue for weeks after a 
woman ingests Mifeprex and misoprostol. See, e.g.. Spitz, infra Appendix A, at 1243 (“Vaginal bleeding is a 
natural consequence of the abortion process, and it occurred in al! the women whose pregnancies were terminated 
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sterility, and even death if not promptly treated by emergency surgery. The authors of a French 

mifepristone study in which a participant with an ectopic pregnancy underwent emergency 

surgery to stop heavy bleeding, concluded that: 

The case of undiagnosed ectopic pregnancy, which ruptured suddenly 2 days after 
5 misoprostol intake, indicates that (1) mifepristone plus misoprostol is not an effective 

treatment of ectopic pregnancies and should not be used for this purpose, and (2) all 
medical means of detecting an ectopic pregnancy should be used before prescribing 
mifepristone plus misoprostol.* 

10 Although the Mifeprex Label states that the Mifeprex Regimen is contraindicated for 

women with a “[c]onfirmed or smspected ectopic pregnancy,””" FDA did not require that 
ultrasound be used to exclude women with ectopic pregnancies. Instead, the approved regimen 
relies solely on a self-certification by the prescribing physician that she has the “[a]bility to 
diagnose ectopic pregnancies.””' A physical examination alone cannot accurately identify 
15 ectopic pregnancies. Ultrasound, “[i]n addition to providing the best information for gestational 
age determination . . . can also provide useful diagnostic information regarding a wide variety of 
pathologies of early pregnancy,” including ectopic pregnancies.™ 


medically. The median duration of bleeding or spotting was 13 days in the [less than or equal to] 49-days group and 
15 days in the other two groups (P<0.00t).’'). 

Elizabeth Aubeny, el ui, “Termination of Early Pregnancy (Up to 63 Days of Amenorrhea) with Mifepristone 
and Increasing Dmes of MisoxnostoX" InlernalionaUournal of Fertility & Menopausal Studies AO (.mi)-. 85-91, at 
91. 

™ See Mifeprex Label (“Contraindications”). 

See Mifeprex Prescriber’s Agreement. 

^ A Clinician s Guide, infra Appendix A, at 47-8. 
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2. FDA’s Approved Regimen Is Not Restricted to Properly Trained 
Physicians who Have Admitting Privileges to Emergency Facilities 

5 FDA’s approved regimen lacks any objective qualifications for prescribing physicians 

and administering health care providers. The health care provider administering the Mifeprex 

Regime need not undergo training, may not necessarily be an obstetrician or gynecologist, may 

not have any surgical training or training in the management of abortion complications, and may 

not even be a physician.^'^ For example, the Mifeprex Regimen could be administered by a nurse 

10 untrained in any type of abortion and under the remote supervision of a family practitioner who 

does not regularly practice obstetrics and is incapable of providing emergency care. 

Physicians and the health care staff that they supervise require formal training in both 
pharmaceutical and surgical abortion to minimize the morbidity inherent in performing 
mifepristone abortions.’’^ National Abortion Federation guidelines provide that “[a]ll personnel 
15 performing abortions must receive training in the performance of abortions and in the prevention, 


Self-certifications do not provide an effective substitute for imposing objective, auditable requirements. The 
Mifeprex Prescriber’s Agreement, for example, merely requires that the prescribing physician profess to have the 
“[albility to assess the duration of pregnancy accurately.” The vacuity of this stipulation is illustrated in remarks 
made by Dr. Susan Allen (who later became an FDA official) before the FDA Advisory Committee. Dr, Allen 
stated, “If you also recall when you go through medical school you learn how to date a pregnancy.” FDA Hearings 
Transcript, infra Appendix A, at 3 1 9. 

See Teleconference Meeting Minutes, re: status of pending review issue.s pertaining to this drug product (Aug. 
11, 2000): at 1 (“the distribution system would allow for physicians to obtain the drug product after meeting all 
qualifications, but Mifeprex could be administered by someone who is under the super\'ision of that physician such 
as midwives or nurse practitioners”)[FDA FOIA Release: MIF 004587-88]; see also, Mifeprex Approval Memo, 
infra Appendix A, at 4-5 (“Thus, physicians remain the initial population who will receive this drug for dispensing. 
This does not preclude another type of health care provider, acting under the supervision of a qualified physician 
from dispensing the drug to patients, provided state laws permit this.”). 

A survey of methotrexate abortion providers underscores the necessity of training in both medical and surgical 
abortion. See S. Marie Harvey, Linda J. Beckman, and Sarah J. Satre, “Experiences and Satisfaction with Providing 
Methotrexate-Induced Abortions among U.S. Providers,” Journal of the American Medical Women 's Association 55 
(2000): 161-63, at 162 (In a study comparing methotrexate and surgical abortion, “[mjost providers felt strongly that 
all clinic staff should be familiar with both procedures and, thus, the training needs would be equivalent. This 
thought was echoed not only by physicians, who must be prepared to perform an emergency surgical abortion if 
methotrexate fails, but also by o^er clinic personnel. Thirty-nine percent of providers thought that medical abortion 
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recognition, and management of complications.”^™ Additionally, ACOG recommends that 
“[cjlinicians other than obstetrician-gynecologists who wish to provide medical abortion services 
should work in conjunction with an obstetrician-gynecologist or be trained in surgical abortion in 
order to offer medical abortion treatment.”’” The necessity for training in surgical abortion as 
5 well as mifepristone abortion stems primarily from the high failure rate of the Mifeprex 

Regimen, In the U.S. Clinical Trial, the Mifeprex Regimen failed for 8 percent of women with 
pregnancies of less than or equal to 49 days’ gestational age,”* 

Excessive bleeding, which is much more common following a Mifeprex abortion than a 
surgical abortion, is particularly likely to necessitate urgent surgical intervention. Based on an 
to international study comparing surgical and medical abortion, FDA’s Medical Officer noted that 
“[o]n the whole, medical abortion patients reported significantly more blood loss than did 
surgical abortion patients” and characterized this as a “serious potential disadvantage of the 
medical method,””’ In the U,S, Clinical Trial among patients whose pregnancies were of no 
more than 49 days’ gestation, excessive bleeding resulted in one blood transfusion, two 
15 hospitalizations, two emergency room treatments, and thirteen surgical interventions,’*’ In 


required more training; specifically, learning to do a vaginal ultrasound and to handle the unpredictable outcomes of 
methotrexate abortion required lengthy training,”), 

”* National Abortion Federation, "National Abortion Federation Clinical Policy Guidelines, 1998,” Appendix, in 
Maureen Paul et at, eds,, A Clinician 's Guide to Medical and Surgical Abortion (Philadelphia: Churchill 
Livingstone / Harcourt Brace, 1 999); at 256 (“A Clinician 's Guide"). 

ACOG Practice Bulletin, infra Appendix A, at 6, 

”* See Medical Officer’s Review, infra Appendix A, at Table 1. Seventeen percent of women with pregnancies of 
between 50 and 56 days’ gestational age and 23 percent of women with pregnancies between 56 and 63 days were 
failures. See id. In an international study reviewed by the Medical Officer, failure rates for mifepristone abortion 
were 5,2 percent, 8,6 percent and 16 percent in India, China and Cuba respectively, while comparable failure rates 
for surgical abortion were 0, 0,4 percent, and 4,0 percent. See Medical Officer’s Review, infra Appendix A, at 19, 
Medical Officer’s Review, infra Appendix A, at 19 (no citation by FDA Medical Officer), 

Medical Officer’s Review, infra Appendix A, at 17, 
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addition, 5 percent of the patients in this group received uterotonic agents to stem bleeding.^' A 
delay in intervention may be life-threatening,“^ as was illustrated by the experience of one of the 
participants in the U.S. Clinical Trial. The treating physician described the incident to the FDA 
Advisory Committee: 

5 In November of 1 994, 1 was called to the [emergency room] for a woman who 

was bleeding due to a miscarriage, and was in obvious shock. A blood test showed that 
she had lost between one-half to two thirds of her blood volume .... 

I had thought she was having an incomplete miscarriage, but her husband . . . told 
me that she had taken RU486 approximately 2 weeks before. It was my clinical opinion 
10 that she would die soon if she did not have an immediate [dilation and curettage]. 

Without even doing the routine preparation we normally do for surgery, 1 realized 
that I had to take her immediately to surgery to save her life. I took her to the operating 
room and removed the contents of her uterus surgically. I gave her two units of packed 
red blood cells intraoperatively. 

15 Even later that evening, . . . [s]he required two more units of blood because she 

was still orthostatic and symptomatic.**’ 

The Mifeprex Regimen is contraindicated for “any patient who does not have adequate 
access to medical facilities equipped to provide emergency treatment.'”** FDA’s approved 
20 regimen, however, does not require prescribing physicians to have admitting privileges to 
emergency facilities. The approved regimen requires only that a physician who is not able “to 
provide surgical intervention in cases of incomplete abortion or severe bleeding . . . ma[k]e plans 
to provide such care through others, and [be] able to assure patient access to medical facilities 
equipped to provide blood transfusions and resuscitation, if necessary.’”®* Plans for back-up care 


®*' Medical Officer’s Review, infra Appendix A, at 17. 

When surgery is indicated because of acute bleeding, significant, or even life threatening blood loss, has already 
taken place. The preoperalive preparation of the patient is often compromised in the rush to complete the surgery, 
which results in higher infection rates and more anesthetic complications, such as aspiration during intubation. 

FDA Hearings Transcript, infra Appendix A, at 223-25 (testimony of Dr. Mark Louviere). 

’** See Mifeprex Labe! (“Contraindications’’). 

Mifeprex Prescriber’s Agreement. FDA, however, took two steps that suggested that it has lingering concerns 
about the absence of a surgical intervention qualification for Mifeprex prescribers. First, the Mifeprex Label 
includes a “black box” warning governing surgical back-up. Second, FDA required the Population Council to 
perform a post-approval study “[t]o ensure that the quality of care is not different for patients who are treated by 
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may be nothing more than “having the ability and responsibility to direct patients to hospitals, if 
needed.”'*^^ Moreover, the approved regimen does not include an objective geographical 
limitation to ensure that the patient has easy access to the designated emergency care facility.^*’ 

5 3. The Sponsor’s Recent “Dear Doctor Letter” and FDA’s Explanatory 

Webpage Announcing Serious Adverse Events Validate the 
Petitioners’ Concerns 

On April 17, 2002,-*’’ Danco, with FDA’s assistance, issued a letter to health care 
10 providers to alert them to “New Safety Information,” to remind them that Mifeprex was 

approved for use in a prescribed regimen, and to encourage them to provide patient counseling 
and report adverse events7®^ The “New Safety Information” consisted of a number of reports of 
serious adverse events that had been experienced by women who were undergoing or had 


physicians who have the skill for surgical intervention (as in the clinical trials) compared to those treated by 
physicians who must refer patients for surgical intervention . . . Mifeprex Approval Memo, infra Appendix A, at 
5. 

Mifeprex Approval Memo, infra Appendix A, at 5. FDA’s decision not to include a requirement that the 
prescribing physician have admitting privileges at a hospital could delay the patient’s admission for emergency care. 
Another likely consequence of not requiring the prescribing physician to have admitting privileges is underreporting 
of serious adverse events related to the Mifeprex Regimen. The treating physician, not privy to the Prescriber’s 
Agreement, may not file a serious adverse event report or notify the abortion provider of the complications that 
arose from the Mifeprex Regimen, 

The Chinese experience with mifepristone suggests that mifepristone should not be administered in facilities 
unable to provide potentially necessary emergency services. Thus, recently, the Chinese State Drug Administration 
responded to concerns that women were suffering as a result of lax controls on mifepristone by reiterating its policy 
that the drug “can only be administered at a hospital under a doctor’s supervision and cannot be sold at pharmacies 
even with a prescription.” See Kaiser Family Foundation, “China Reaffirms Restrictions on Unsupervised 
Mifepristone Use,” Kaiser Daily Reproductive Health Report (Oct. 1 5, 200 1 ) (available at: 
<http://www.kaisemetwork.org/daily_reports/rep_ index. cfm?hint=2&DR_IE^7453>) (reporting also that, “[tjhree 
years ago, the Shanghai Health Bureau restricted the use of mifepristone to certain hospitals in the area because of 
fears of complications”). 

■''' The letter bears the date, April 19, 2002, but was disseminated to the public on April 17,2002. 

Danco Laboratories, Open Letter to Health Care Providers (Apr. 19, 2002) (“Dear Doctor Letter”) (available at: 
<http;//www.fda.gov/medwatch/SAFETY/2002,/mifeprex_deardoc.pdf>). Coincidentally, on the same day FDA and 
Danco publicized these serious adverse events, the agency also announced major changes to the Cytotec 
(misoprostol) label. See FDA, “Major Chanps to Cytotec Labeling” (April 1 7, 2002). Pureuant to these labeling 
changes, pregnancy was removed from the list of contraindications on the Cytotec label and the black box warning 
cautioning pregnant women not to take the drug was also removed. 
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recently completed the Mifeprex Regimen.^’® A number of patients had suffered from ruptured 
ectopic pregnancies and one of these women died from hemorrhage.^^' The letter also reported 
“[t]wo cases of serious systemic bacterial infection (one fatal).”^’’’ The fatality apparently 
precipitated a halt in the Population Council’s Canadian clinical trials of mifepristone.^^^ Finally, 
5 a 21 year old woman suffered a heart attack three days after she completed the Mifeprex 
Regimen.^'^'* These and other adverse events had been reported to FDA through its Adverse 
Event Reporting System (AERS)2” Two of the patients who were reported to have suffered life- 
threatening adverse events were 15 years old.’’* These incidents bear out the concerns about the 
safety of the regimen detailed above, and the relatively high rate of serious adverse events among 
iO adolescents is of particular concern. 


The letter did not specify the number of adverse events about which Danco had been informed, but five 
individual cases were discussed. 

See Dear Doctor Letter, infra Appendix A, at !. 

See Dear Doctor Letter, infra Appendix A, at 1 . 

It appears that the woman reported to have died from a systemic bacterial infection was a Canadian trial subject. 
See Mamie Ko, “A Volunteer Dies While Testing a Controversial New Drug, Bringing the Trial to a Halt," The 
Report (Oct. 8, 2001) (available at: <http://report.ca/archive/report/2001 1008/p48ai01l008f.html>). S’eealso Henry 
P. Kaiser Family Foundation, "Population Council Announces Death of Woman Involved in Canadian 
Mifepristone/Misoprostol Trial.” Daily Reproductive Health Report (Sept. 1 1 , 2001) (available at: 
<http://www.kaisemet\\’OTk.org/Daily_reports/rep_index.cfm?DR_lD=6877>), A Clostridium sordellii infection 
apparently caused the woman to suffer septic shock. See generally G.L. Mandell, J.E. Bennett, and R. Dolin, 
Principles and Practice of Infectious Diseases (5‘^ ed. 2000): at 255 1 (explaining that a disease process in which 
"Clostridia clearly play a major pathogenic role i[s] uterine gas gangrene, now a rare complication that was 
previously seen in the setting of septic abortion.” "C sordellii has been reported as a cause of uterine gas 
gangrene . . . ,”). See also FDA Q & A’s, infra Appendix A, at Question 3 (“Serious systemic bacterial infection is a 
severe life-threatening infection that spreads throughout the body and can cause death.”). 

See Dear Doctor Letter, infra Appendix A, at 1. 

See. e.g.. Office of Postmarketing Drug Risk Assessment, AERS Report, ISR Numbers 3819498-2 (Nov. 2, 
2001) (intervention to prevent permanent impairment or damage); 3806144-7 (Oct, 9, 2001) (death of a patient with 
an ectopic pregnancy); 3769840-6 (July 30, 2001) (hospitalization of patient with an ectopic pregnancy); 3769842-X 
(July 30, 2001) (intervention to prevent peirnanent impairment or damage); 3719885-7 (May 8, 2001) (death in 
conjunction with the use of misoprostol and Mifegyne, which is the trade name of mifepristone distributed in 
France); 3713452-7 (Apr. 27, 2001) (intervention to prevent permanent impairment or damage); and, 3769838-8 
(July 30, 2001) (intervention to prevent permanent impainnent or damage). The AERS depends on voluntary 
reporting and the accuracy of these reported adverse events cannot be verified, nor can the cause of these events be 
identified with certainty. There may have been other adverse events that were not reported. 
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Simultaneously with Danco’s distribution of the Dear Doctor Letter, FDA published a 
webpage with 14 questions and answers related to mifepristone in an attempt to answer some of 
the questions likely to be prompted by the letter and to urge health care providers to adhere to the 
approved regimen.®’ FDA’s answers, however, leave much to be desired from a medical and 
5 scientific standpoint. 

First, FDA has understated the possibility that the Mifeprex Regimen caused the serious 
adverse events reported in the letter.®* FDA did not adequately explain why women who were 
apparently healthy prior to undergoing the Mifeprex Regimen experienced life-threatening or 
fatal complications such as ruptured ectopic pregnancies, heart attacks, and systemic bacterial 
to infections. 

Second, FDA inappropriately attempted to link these adverse events to the unapproved 
vaginal administration of misoprostol.’” It was reckless for FDA to suggest that the vaginal 
administration of misoprostol caused these adverse events while overlooking critical flaws in the 


See Office of Postmarketing Drug Risk Assessment, AERS Report, ISR Numbers 3803789-5 (Oct. 3, 2001) and 
3815629-9 (Oct. 26, 2001). 

FDA, “Mifepristone Questions and Answers 4/17/2002” (“FDA Q & As”) (available at: 
<http://www.fda.gov/cder/drug/infopage/mifepristone/mifepristone-qa__4_17_02.htm). 

See Dear Doctor Letter, infra Appendix A, at 1 (“No causal relationship between any of these events and use of 
Mifeprex and misoprostol has been established.”). An FDA official interviewed (without attribution) downplayed 
the connection between the Mifeprex Regimen and the adverse events. See Susan Okie, “Physicians Sent Abortion 
Pill Alert: Six Women Using RU-486 Taken 111, and Two Died, Letter Says,” Washington Post (Apr, 18, 2002): at 
A2 ("These are, in fact, a very small number of events. Some of them were clearly not caused by the drug 
regimen.”). 

The repeated references to the unapproved vaginal use of misoprostol in the FDA Q & As give rise to the 
inference that the reported adverse events are attributable to this single departure from the Mifeprex Regimen. See, 
e.g., FDA Q & As, infra Appendix A, at Question 1 (“In all of these cases, misoprostol was given vaginally, not 
orally, which is the approved regimen. FDA has not reviewed data on the safety and effectiveness of vaginal 
administration of misoprostol."); id. at Question 4 (“We do not know what role, if any, Mifeprex and ‘off-label’ use 
of vaginal misoprostol may have in developing serious infections.”); id at Question 9 (“Why are physicians using 
misoprostol ‘off-label,’ in other words, using misoprostol vaginally at different doses? There are published studies 
of the use of mifepristone with vaginal administration of misoprostol for abortion. The misoprostol doses used in 

these studies are higher than those described in the Mifeprex labeling "); id. at Question 10 (“Are there risks 

with vaginal use of misoprostol?”). 
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approved regimen for Mifeprex use in the United States. FDA should have first assessed 
essential aspects of this regimen. 

It is clear, for example, that absent ultrasonographic screening for ectopic pregnancy, 
there is increased risk that an intact or rupturing ectopic pregnancy will be misdiagnosed as a 
5 normally progressing Mifeprex abortion. Additionally, Mifeprex abortions may be performed by 
practitioners who are not physicians, who cannot perform surgical abortions, or who are unable 
to diagnose ectopic pregnancies and their complications. 

Nor is there reason to believe that systemic bacterial infection is more likely to occur 
following vaginal, rather than oral, administration of misoprostol. Misoprostol is commonly 
10 administered vaginally for the induction of labor without higher reported rates of either 

intrauterine or systemic infection when compared to orally administered misoprostol or other 
methods of labor induction. Rather, the occurrence of life-threatening infection in women 
undergoing a Mifeprex abortion should raise questions about whether prolonged genital tract 
bleeding in the artificial hormonal milieu created by the Mifeprex Regimen might foster or 
15 promote infectious complications. In addition, infection might occur in women who, believing 
that their abortion is complete and unaware that their uterus actually contains dead tissue, fail to 
return for follow-up visits.™ This may be a particular problem when the Mifeprex Regimen is 
prescribed to adolescents. 

The occurrence of a heart attack in a 21 year old woman is always cause for significant 
20 concern. A French woman undergoing a mifepristone abortion suffered a fatal heart attack in 


A. Karen Kreutner, M.D.. “Posiabortion Infections,” Contemporary Ob/Gyn ! (2001): at 37-42 (“. . . because 
medical termination may be incomplete in between 3% and 23% of patients, retained tissue and subsequent infection 
may go unrecognized in those lost to follow up. ... Some experts fear there will be compliance problems with the 
third visit, especially when the patient teiminates early. In these cases, retained tissue, thought by the patient to be 
normal bleeding, couid lead to endometritis.”). 
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1991. A different prostaglandin (Sulprostone) administered by injection was used in that case.®' 
This new case highlights the need for farther investigation into a possible causal link between 
mifepristone-prostaglandin abortions and myocardial infarction.”’ 

The ratio of serious adverse events to total uses of the Mifeprex Regimen cannot be 
5 ascertained because serious adverse event reporting is likely incomplete and because it is not 
publicly known how many times the Mifeprex Regimen has been used. Regardless of the 
relative number of serious adverse events, the nature of these events demands immediate FDA 
action to prevent future patient injuries and deaths.™ The Joint Commission on the 
Accreditation of Healthcare Organizations™ (“JCAHO” or “Joint Commission”) has developed 
10 an approach for investigating adverse events similar in gravity to those that prompted the 
issuance of the Dear Doctor Letter. The JCAHO looks for “sentinel events” which are 
“unexpected occurrencejs] involving death or serious physical or psychological injury, or the 
risk thereof.”™ “Sentinel events” signal the need for the commencement of a “root cause 


See “Noticeboard: A Death Associated with Mifepristone/Sulprostone," Lancet 337 (April 20, 1991): at 969-70 
(“A spokeswoman for Roussel-Uclaf SA, the company that manufactures mifepristone, said ‘the death was clearly 
from cardiovascular shock following ‘Nalador’ (Schering) injection.’”). 

™ The Mifeprex Regimen should be contraindicated for women with cardiovascular risk factors until farther 
clinical experience indicates that such contraindication is unnecessary. 

™ Even FDA acknowledged the rarity of the events referenced in the Dear Doctor Letter. With respect to bacterial 
infection, for example, FDA observed that “the rate of serious infection as a complication of pregnancy is 3.5 per 
1000 pregnancies. Uterine infection occurs in 0.1 -4.7% of first trimester surgical abortions and in 0.0-6. 1% of 
medical abortions. In the past, it was most often associated with illegal abortions. It rarely occurs with pelvic 
surgery or even with otherwise normal childbirth.” FDA Q & A’s, infra Appendix A, at Question 3. FDA similarly 
noted the unusual nature of a heart attack in a young woman: “The single heart attack occurred in a 2 1 year old. A 
heart attack in very young women is extremely rare. ... In 1997, the rale among US women aged 20-24 years was 
0,19 per 1 00,000 women.” See id. at Question 4. 

™ The Joint Commission “evaluates and accredits nearly 18,000 health care organizations and programs in the 
United States. An independent, not-for-profit organization, JCAHO is the nation’s predominant standards-setting 
and accrediting body in health care. Since 1951, JCAHO has developed state-of-the-art, professionally based 
standards and evaluated the compliance of health care organizations against these benchmarks.” Joint Commission 
webpage at: <http://www.jcaho.org/whatwedo_frm.html>. 

Joint Commission webpage at: <http://www.jcah 0 . 0 rg/sentineI/se_pp.html#l. Sentinel Events>. 
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analysis” of the event(s),’“ with the goal of developing an appropriate administrative response 
from the health care organization that will prevent the occurrence of future serious adverse 
events. A root cause analysis of sentinel events is performed before a statistically significant 
number of injuries or deaths occurs. It seeks to discern the facts surrounding each occurrence, 

5 distingui.sh factors peculiar to individuals from those pointing to procedural or administrative 
deficiencies, and recommend corrective measures to such .systemic failures in the delivery of a 
particular therapy. 

It is particularly important that FDA react to these sentinel events because the clinical 
trials underlying the approval of the Mifeprex Regimen did not adhere to FDA’s endorsed 
10 scientific methodology for such trials. The substandard trial design of the U.S. and French 

Clinical Trials precluded an accurate estimation of the safety of the Mifeprex Regimen compared 
to the existing available alternatives. Moreover, FDA did not require the sponsor to conduct 
rigorous Phase IV studies, which could have compensated for some of these deficiencies by 
generating additional safety data. The agency has not performed a root cause analysis, but has 
15 instead hastily postulated that the vaginal administration of misoprostol is the underlying cause 
of the adverse events,”’ The Petitioners believe that there are probably more scientifically sound 
explanations for these adverse events and that the supposed safety of the Mifeprex Regimen has 
been called into question. The occurrence of the adverse events related to ectopic pregnancies 
and life-threatening systemic bacterial infections adds significant weight to the concerns of those 


The Joint Commission defines “root cause analysis” as “a process for identifying the basic or causal factors that 
underlie variation in performance, including the occurrence or possible occurrence of a sentinel event. A root cause 
analysis focuses primarily on .systems and processes, not individual performance. It progresses from special causes 
in clinical processes to common causes in organizational processes and identifies potential improvements in 
processes or .systems that would tend to decrease the likelihood of such events in the future, or determines, after 
analysis, that no such improvement opportunities exist.” Joint Commission webpage at: 
<http://www.jcaho.org/sentinel/se pp.htmWRoot cause analysis>. 
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who have long warned that mifepristone-misoprostol abortions are dangerous. FDA has 
previously dismissed such concerns but now must respond to the accumulating evidence and act 
accordingly. Withdrawal of the approval is warranted.^®* 

5 H. FDA’S APPROVAL OF MIFEPREX SHOULD BE WITHDRAWN 

BECAUSE THE SPONSOR IS NOT ENFORCING THE LIMITED 
RESTRICTIONS ON THE USE OF MIFEPREX 

Mifeprex abortion providers openly flout the restrictions included in the approved 
10 regimen without any reaction from FDA, Danco, or the Population Council.''^’ Shortly after 
approval, FDA asserted that “[i]f restrictions are not adhered to, FDA may withdraw 
approval.”^'® Subpart H authorizes FDA to withdraw approval of a drug approved under Section 
314.520 if “[t]he applicant fails to adhere to the postmarketing restrictions agreed upon.”"' 
When it adopted Subpart H, FDA explained that “[t]he burden is on the applicant to ensure that 


See FDA Q & As, infra Appendix A, at Nos. 1, 4, 9, 10, and 11. 

The Secretary of HHS is authorized by 2 1 C.F.R. § 3 14.530(a) to withdraw approval of a Subpart H drug, 
subject to the applicant's right to a hearing, if, among other things, “(3) [u]se after marketing demonstrates that 
postmarketing restrictions are inadequate to assure safe use of the drug; (4) [tjhe applicant fails to adhere to the 
postmarketing restrictions agreed upon; (5) [tjhe promotional materials are false or misleading; or (6) [ojther 
evidence demonstrates that the drug product is not shown to be safe or effective under its conditions of use.” 

The absence of a reaction from Danco may not be surprising in light of the cavalier attitude towards the FDA 
approval process exhibited by Dr. Richard f lausknecht, who is Danco’s medical director. As early as July 1994, Dr. 
Haiisknecht, had used methotrexate and misoprostol in clinical tests in the U.S. that Dr. Mitchell Creinin, a 
prominent abortion researcher, described as “downright unethical” and which Sandra Waldman of the Population 
Council described as being “very risky.” Dr. Hausknecht stopped these experiments in September 1994 when the 
FDA told him to “stop performing the abortions unless he gets the backing of a medical institution and submits his 
data and procedures to the FDA for review.” Carol Jouzaitis, “Doctor’s Abortion-Drug Technique Draws Fire,” 
Chicago Tribune (Sept. 12, 1994); at 1 & 14. Dr. Hausknecht admitted, “ ‘This is a little bit uncharted.’ .... But 
he declared: ‘Damn it. I’m not going to wait. This is a step forward. This is important. I want to see this available 
to women where it’s not available now.’ ” Id. In addition. Dr. Hausknccht’s website explains step two of the 
Mifeprex procedure that he employs: “At the conclusion of the [first] visit, the patient receives a packet containing 
tablets of misoprostol which are to be taken orally or placed in ihe vagina depending on the regimen you and Dr. 
Hausknecht choose.” Available at; <http;//www.safeabonion.coin,/procedure.htm> (visited July 7, 2002). Both the 
home use and the vaginal administration of misoprostol contravene FDA’s approved regimen. 

See Letter, Melinda K, Plaisier, Associate Commissioner for Legislation (FDA) to Senator Tim Hutchinson (Oct. 
20, 2000); at 2 [FDA FOIA Release; MIF 002648-52]. 

21 C.F.R. § 3 14.530(a)(4). 
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the conditions of use under which the applicant’s product was approved are being foilowed.”^'- 
FDA should exercise its authority to withdraw its approval for Mifcprex. 

Among the common departures from the approved regimen is the practice of offering the 
Regimen to women with pregnancies beyond seven weeks/'^ The “Mifepristone Medication 
5 Guide” directs women not to take Mifeprex if “[i]t has been more than 49 days (7 weeks) since 
your last menstrual period began.” Moreover, women who use the Mifeprex Regimen sign a 
Patient Agreement, which includes a representation by the patient that “1 believe I am no more 
than 49 days (7 weeks) pregnant.”).^'** Thus, the practice of offering Mifeprex to women beyond 
seven weeks not only contravenes the approved regimen, but it also effectively requires patients 
10 to make an untruthful representation in the Patient Agreement. The Los Angeles Times explained 
that, “[B]y offering mifepristone up to the ninth week of pregnancy,” Family Planning 
Associates, “the nation’s largest for-profit abortion chain,” “obtains a competitive edge over 
Planned Parenthood, which stays within the seven-week guideline.”^*^ 

In another common deviation from the approved regimen, some abortion providers have 
15 eliminated the second of the three prescribed visits. During the initial visit, these providers give 


Subpart H Final Rule, 57 Fed. Reg. at 58952. 

^ Liberty Women’s Health Care of Queens, NY. openly acknowledges its use of Mifeprex beyond seven weeks; 
“White the FDA has approved mifepristone for non-surgical abortions only up to 7 weeks, we use a modified 
method to extend this period of eligibility in selected patients an additional 1 4 days up to 9 weeks.” Available at: 
<http://www.abortbypill.eom/2.htm!> (visited Dec. 31, 2001). Likewise, Preterm, an abortion clinic in Cleveland, 
Ohio, states that abortion using Mifeprex “is effective in terminating pregnancies up to 63 days (9 weeks) from the 
last normal menstrual period.” Available at; <http://www.preterm.org/nonsurg.htm> {visited July 7, 2002). 

See Item 4 of the Patient Agreement for Mifeprex (mifepristone) Tablets (“Patient Agreement”). 

Denise Gellene, “RU-486 Abortion Pill Hasn’t Caught on in U.S.,” Los Angeles Times (May 31, 2000): at AI 
(quoting Family Planning Associates’ official as saying, “You can catch a lot of women in those two [extra] weeks”). 
Family Planning A.ssociates’ website confirmed that the abortion provider offers Mifeprex to women with pregnancies 
up to nine weeks’ gestational age. Available at; <http://www, webworldinc.com/fpamg/abortion_pilLhtm> (visited 
July 7, 2002) (“Medical abortion is limited to patients less than nine weeks pregnant as verified by ultrasound.”). 
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the patient misoprostol, typically with instructions to administer it to herself vaginally^'® at home 
two days later.^’’ Yet home administration of misoprostol runs counter to what patients agree to 
in the Patient Agreement, which states that “I will . . . return to my provider’s office in 2 days 
(Day 3) to check if my pregnancy has ended. My provider will give me misoprostol if I am still 
5 pregnant.”^'* The Population Council argued in favor of and FDA considered the benefits of 
self-administration at home, chief among which is the reduced burden on abortion providers and 
their facilities, but the agency concluded that these benefits are outweighed by the significant 
risks to women.^'^ The second visit affords the physician the opportunity to monitor the status of 


The likely reason that FDA’s approved reyiinen calls for oral administration is that it is the only mode of 
administering misoprostol that is currently appro\ed by the FDA. As discussed above, however, the use of 
misoprostol in conjunction with mifepristone to effect abortions is itself an unapproved indication. 

Presidential Women's Center in West Palm Beach, Florida, for example, gives women “four Misoprostol 200 
meg tablets to take home. Forty eight hours after the Mifepristone tablets have been administered the woman 
moistens four Misoprostol tablets with tap water and inserts them high into her vagina with her fingers.” Available 
at: <http://www.presidentialcenter.com/medical.html> (visited July 7, 2002). See also-. 
<http://www.heritagec!inic.com/abortion/medical_abortionj)ill.htm> (visited July 4, 2002) (Two days after the 
patient takes mifepristone, she “inserts Cytotec vaginally, which causes the uterus to contract and expel the embryo. 
This is very similar to the procedure that was FDA approved in 2000 and is approximately 98% effective. Note: 

The FDA approved protocol calls for 3 Mifeprex pills taken orally the first day and 2 Cytotec pills taken orally two 
days later, However, subsequent studies have show[n] 1 oral Mtfeprex and 4 vaginal Cytotec to be as effective with 
less gastro-intCvStinal upset.”); see also: <http://www.fwhc.org/concord/pages/mifepristone.html> (visited July 7, 
2002) (Concord Feminist Health Center’s web site describes the second phase of the procedure: “In a few days she 
inserts misoprostol tablets into her vagina. The pregnancy usually ends at home within four hours.”); see also: 
<http://www.gynemed.org/ru.html> (visited July 7, 2002) (Gynemed Surgi-Center’s web site .states: “You will be 
given two doses of Misoprostol tablets and instructions on how to insert them into your vagina, which you wil[l) do 
48 hours after taking RU486.”); .see also: <http://www.hopeclinic.com/medab, htm> (visited July 7, 2002) (Hope 
Clinic for Women, Ltd. Explains: “You will receive pills, misoprostol (“miss o press tul”) to take home with you. 
You will be instructed when to use them; they are placed vaginally.”). Even the National Abortion Federation, 
which initiated a nationwide advertising campaign for Mifeprex, sanctions home administration of mi.soprostol in its 
“Medical Abortion Start-Up Packet.” See National Abortion Federation, “Protocol Recommendations for Use of 
Mifepristone and Misoprostol in Early Abortion,” Early Medical Abortion with Mifepristone or Methotrexate: 
Overview and Protocol Recommendations D.C.: National Abortion Federation, 2001) at 36 (“Home 

administration of vaginal misoprostol has been found to be safe and effective up to 63 days’ gestation and is highly 
acceptable to patients.”). 

See Patient Agreement, Item 14. See also Mifeprex Medication Guide, which explains that on “Day 3 at your 
provider’s office,” “your provider will check to see if you are still pregnant ” and “[ijf you are still pregnant, lake 2 
misoprostol tablets.” 

FDA, which in its 2000 Mifepristone Approvable Letter, agreed to the Population Council’s proposal to allow 
home administration of misoprostol, rejected that option after reconsideration of the issue. See Mifeprex Approval 
Memo, infra Appendix A, at 2-3 (“The approvable letter issued by FDA on 2/1 8/2000 agreed to the Population 
Council’s statement that women could have the option of taking misoprostol on Day 3 either at home or at the 
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the termination^-® and assess the need for misoprostol - tasks which cannot be delegated to the 
patient.^^' In addition, the second visit enables patients whose abortions are complete to avoid 
having to take misoprostol.’^ 

Danco and the Population Council have not effectively constrained providers of Mifeprex 
5 to adhere to the approved regimen. It appears instead that Danco and the Population Council 
have ignored well-publicized departures from that regimen. Deviations from the approved 
regimen arc particularly troubling because the patient is told to disregard the regimen that she 
reads about in the Medication Guide and pledges to follow in the Patient Agreement. When a 
drug is approved under Subpart H, the drug’s sponsor is responsible for ensuring compliance 


prescriber's office. However, data provided by the Population Council supporting home use was re-reviewed and 
found not to provide substantial evidence for safety and efficacy. . . . Returning to the health care provider on Day 3 
for misoprostol, as in the U S clinical trial, assures that the misoprostol is correctly administered. This requirement 
has the additional advantage of contact between the patient and health care provider to provide ongoing care and to 
reinforce the need to return on Day 14 to confirm that expulsion has occurred.”). 

Because of the complications that can arise, periodic monitoring during the termination process is important. 

For the significant percentage of patients that fail to return for the third visit, the second visit may be the last 
opportunity for a health care provider to monitor the termination. In the U.S. Clinical Trial, five percent of patients 
failed to return for the third visit. See Medical Officer’s Review, infra Appendix A, at 10. In other studies, the 
“loss to follow-up has ranged from three to eleven percent.” See Spitz Anicie, infra Appendix A, at 1246 (citations 
omitted). The rate of patients who do not complete the entire regimen in routine clinical practice is likely to be even 
higher as they will not necessarily be subject to the U S. Clinical Trial’s exclusion criteria, which, among other 
things, excluded women who were “unlikely to understand and comply with the requirements of the study.” 

Medical Officer’s Review, infra Appendix A, at 9. 

See ACOG Practice Bulletin, infra Appendix A, at 6 (citing Mitchell Creinin, et al.^ “Methotrexate and 
Misoprostol for Early Abortion: A Multicenter Trial,” Contraception 53 (1996): at 321-27) (“Women as well as 
their practitioners are often unable to judge correctly if the women have aborted by evaluating symptomatology. In 
clinical trials with methotrexate and misoprostol, only about half of women who thought they had aborted actually 
had done so.”); Beth Kruse et ai. “Management of Side Effects and Complications in Medical Abortion,” American 
Journal of Obstetrics and Gynecology 183 (2000): S65-375, S73 (“Studies demonstrate that women may be unable 
to judge correctly on the basis of symptoms whether abortion has occurred.”). 

For those patients whose abortions ate not complete, the benefits of in-clinic misoprostol use would be enhanced 
if patients were required to spend several hours afterward in the abortion facility, where they would have ready 
access to pain medication and other medical help even if the abortion does not occur during the observation period. 
The Population Council persuaded FDA not to include this requirement, which was included in the protocol for the 
U.S. Clinical Trial. Forty-nine percent of the participants expelled their pregnancies during the four-hour 
observation period after the administration of misoprostol. See Spitz Article, infra Appendix A, at 1243. 
Nevertheless, a post-misoprostol waiting period w^ likely disfavored because the protracted presence of large 
numbers of bleeding and cramping women could place a strain on abortion facilities. 
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with the restrictions included in the approved regimen for use of the drug.^^^ The Population 
Council and Danco have shirked this responsibility. FDA, therefore, should withdraw its 
approval of Mifeprex. 

5 I. THE U.S. CLINICAL TRIAL FOR MIFEPRISTONE DID NOT MIRROR 

THE ANTICIPATED CONDITIONS FOR THE ULTIMATE USE OF THE 
DRUG 

As a general rule, ‘‘Phase 3 trials are usually [conducted] in settings similar to those 
10 anticipated for the ultimate use of the drug.”^'^ FDA, however, approved a regimen that does not 
contain important safeguards that were employed in the U.S. Clinical Trial.-’-^ In the U.S. 
Clinical Trial, for example, the investigators relied on transvaginal ultrasonography (along with 
menstrual history and pelvic examination) to confirm the gestational age of each pregnancy. 

The use of ultrasonography also excluded women with ectopic pregnancies. Moreover, 

15 physicians participating in the U.S. Clinical Trial had experience in performing surgical 

abortions, were trained in the administration of the mifepristone-misoprostol procedure, and had 
admitting privileges at medical facilities that could provide emergency care and 
hospitalization.^^’ In addition, “[a]ll patients were within one hour of emergency facilities or the 


See Suhpart H Final Rule, 57 Fed. Reg. at 58953 (“The limitations on distribution or use required under this rule 
are imposed on the applicant. Therefore, the burden is on the applicant to ensure that the conditions of use under 
which the applicant’s product was approved are being followed.’'). 

Bertram G. Katzung, M.D., Ph.D., and Barry A. Berkowitz, Ph.D., “Basic & Clinical Evaluation of New Drugs” 
in Bertram G. Katzung, ed., Basic and Clinical Pharmacology, 4*'’ ed. (Norwalk; Appleton & Lange, 1989): at 56. 

The French Clinical Trials, which were not performed by the Population Council, are not discussed here because 
they were not conducted for the purpo.se of supporting the mifepristone NDA and, therefore, were not designed to 
reflect American conditions of use. 

See Spitz Article, infra Appendix A, at 1242. 

“The types of skills physicians had in the U.S. clinical trial were: 1) the ability to use ultrasound and clinical 
examination to dale pregnancies and diagnose ectopic pregnancies, 2) the ability to perform surgical procedures, 
including dilation and curettage, vacuum suction, and /or surgical abortions, for bleeding or incomplete abortion, 
and, 3) they had privileges at medical facilities to provide emergency resuscitation, transfusion, hospitalization, etc. 
Physicians were trained to use the drug per protocol. Fourteen of the seventeen physicians in the U.S. clinical trial 
were obstetricians/gynecologists.” Mifeprex Approval Memo, infra Appendix A, at 5. Medical Officer’s Review, 
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facilities of the principle [sic] investigator.”^^* In the U.S. Clinical Trial, after taking 
misoprostol, “women were monitored for four hours for adverse events.”^^*' FDA has not 
retained these requirements governing physician training, ultrasound, the post-misoprostol 
waiting period, or physician privileges at facilities that provide emergency care.^^“ FDA should 
5 not have extrapolated conclusions about the safety and efficacy of FDA’s approved regimen 
from data generated under trial conditions not mirroring the approved regimen. Effectively, 
therefore, the agency approved a drug regimen that it had not tested. 

j BY WAIVING THE PEDIATRIC STUDY REQUIREMENT, FDA MAY 
iO HAVE ENDANGERED THE HEALTH OF ADOLESCENT GIRLS 

FDA’s approval of Mifeprex violated FDA’s regulations, effective April 1, 1999, 
requiring that new drugs be tested for safety and effectiveness in the pediatric population 
(collectively, the ^'Pediatric Requiring data on girls age 18 and under also would have 

15 been consistent with the guidelines for trials in the pediatric population that FDA accepted at the 


infra Appendix A, at 6 (The U.S. Clinical Trial was “conducted at centers that could perform abortions by either 
vacuum aspiration or dilatation and cureiuige and had access to facilities that provided blood Iransftisions and 
performed routine emergency resuscitation procedures.”). 

Mifeprex Approval Memo, infra Appendix A, at 5. The “one hour travel distance restriction in the clinical trial 
was intended to ensure access by patients to emergency or health care services.” Id. FDA contends that concerns 
arising from the elimination of the geographical proximity rule have “been dealt with through labeling, which makes 
it clear that if there isn’t adequate access to emergency services, the medication is contraindicated.” Mifeprex 
Approval Memo at 5. 

See Spitz Study, infra Appendix A, at 1242. 

The Prescriber’s Agreement requires only dial the supervising physician be “able to assure patient access to 
medical facilities equipped to provide blood transfusions and resuscitation, if necessary.” By contrast, the protocol 
for the U.S. Clinical Trial required that the physician have “privileges at medical facilities to provide emergency 
resuscitation, transfusion, hospitalization, etc.” Mifeprex Approval Memo, infra Appendix A, at 5. The shift in 
focus from access by the provider of the abortion to access by the woman who has the abortion, attenuated the link 
between the abortion provider and the emergency care provider, a link that is critical to ensuring that women receive 
timely emergency care. 

See Regulations Requiring Manufaemrers to Assess the Safety and Effectiveness of New Drugs and Biological 
Products in Pediatric Patients, Final Rule, 63 Fed. Reg. 66632 (Dec. 2, 1 998) {Pediatric Adopting Release). The 
notice of proposed rulemaking was released as: Regulations Requiring Manufacturers to Assess the Safety and 
Effectiveness of New Drugs and Biological Products in Pediatric Patients, Propo.<;ed Rule, 62 Fed. Reg. 43900 
(Aug. 15, 1997). 
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International Conference on Harmonization.^-'^ Nevertheless, in the Mifeprcx Approval Letter, 
FDA stated, “We are waiving the pediatric study requirement for this action on this 
application.”^'' Thus, FDA approved Mifeprex for use without requiring safety and effectiveness 
testing for the pediatric population."** 

5 As FDA noted when it adopted the Pediatric Rule, “many of the drugs and biological 

products that are widely used in pediatric patients carry disclaimers stating that safety and 
effectiveness in pediatric patients have not been established.”'" FDA observed that “the absence 
of pediatric labeling information poses significant risks for children.”"'^ The ICH has noted that 
adolescence “is a period of sexual maturation; medicinal products may interfere with the actions 

10 of sex hormones and impede development.”"’ Such hormonal changes may “influence the 

results of clinical studies.”"* These concerns for the health of infants, children, and adolescents 


FDA Guidance: Ell Clinical Testing for Pediatric Uses at 9 and 1 1 (Heading for Section 2.5.5). FDA, 
cognizant of the need for such studies, obtained a commitment from the sponsor in 1996 to conduct Phase IV studies 
to examine the safety and efficacy of the regimen in girls under 18 years of age. FDA subsequently curtailed this 
Phase IV study requirement when it approved the Mifeprex NDA. 

Mifeprex Approval Letter at 3, 

The Mifeprex Label accordingly included the standard disclaimer employed in drug labeling when the drug 
.sponsor has not provided sufficient information to support a pediatric use for the drug: “Safety and effectiveness in 
pediatric patients have not been established.” 

Pediatric Adopting Release, 63 Fed. Reg. at 66632. 

Pediatric Adopting Release, 63 Fed. Reg. at 66632. 

FDA, “Guidance for Industry: E 1 1 Clinical Investigation of Medicinal Products in the Pediatric Population” 
(Rockville, Md.: Dec. 2000): at 11 (§ 2.5.5) {'PDA Guidance: Ell Clinical Testing for Pediatric Uses"). Section 
2.5.5 states that the adolescent subgroup should extend from “12 to 16-18 years (dependent on region).” Id. at 1 1-12 

(§ 2.5,5). 

See FDA Guidance (ICH: Ell): Clinical Testing for Pediatric Usesz.t 12 (§ 2.5.5). These ICH concerns, quoted 
below, pertaining to (he difficulty of testing drugs in the adolescent population amplify the need for FDA to have 
required clinical study of the difficulties that might arise when teenage girls undergo the Mifeprex Regimen: 

Many diseases are also influenced by the hormonal changes around puberty (e.g., increases in insulin 
resistance in diabetes meilitus, recurrence of seizures around menarche, changes in the frequency and 
severity of migraine attacks and asthma exacerbations). Hormonal changes may thus influence the results 
of clinical studies. 

Within this age group, adolescents are ^suming responsibility for their own health and medication. 
Noncompliance is a special problem, particularly when medicinal products (for example, steroids) affect 
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prompted FDA to begin the rulemaking that culminated with the issuance of the Pediatric Rule, 
establishing “a presumption that all new drugs and biologies will be studied in pediatric patients” 
unless the requirement is waived.^” More specifically, the Pediatric Rule requires that applicants 
seeking approval for new chemical entities, new biological products, new active ingredients, new 
5 indications, new dosage forms, new dosing regimens, and new routes of administration contain 
safety and effectiveness information on relevant pediatric age groups.'* 

FDA made clear that the Mifeprex NDA was covered by the Pediatric Rule?" 
Nevertheless, FDA fully waived the rule for Mifeprex without explanation. Full or partial 


appearance. In clinical studies compliance checks are important. Recreational use of unprescribed dmgs. 
alcohol, and tobacco should be specifically considered. 

The upper age limit varies among regions. It may be possible to include older adolescents in adult 
studies, although issues of compliance may present problems. Given some of the unique challenges of 
adolescence, it may be appropriate to consider studying adolescent patients (whether they are to be 
included in adult or separate protocols) in centers knowledgeable and skilled in the care of this special 

population.’’)- 
12 (§ 2.5.5). 

Pediatric Adopting Release^ 63 Fed. Reg. at 66634 (Introduction to “U. Highlights of the Final Rule”). The 
importance of testing drugs in children was highlighted during the recent controversy surrounding FDA’s attempt to 
su.spend the Pediatric Rule, FDA’s planned two-year suspension came in response to the passage of the Best 
Phannaceuticals for Children Act, which offers incentives for manufacturers to test drugs in children. Public Law 
No. 107-109, 115 Stat. 1408 (“BPCA”). See also Association of American Physicians and Surgeons, Inc. v. FDA, 
Defendants’ Motion for Stay of Proceedings, Civil Action No. 00-2898 (HHK) (Mar. 18, 2002). FDA later reversed 
its position in response to criticism from physicians and members of Congress. FDA’s attempt to suspend the 
Pediatric Rule prompted the introduction of identical legislation in the House of Representatives and the Senate to 
codify the Pediatric Rule. See S. 2394, 107“' Congress, 2"“ Session (2002) (co-sponsors; Senators Hillary Rodham 
Clinton (D-NY), Mike DeWine (R-OH), and Chris Dodd (D-CT)); and H.R. 4730, 107'^ Congress, 2"“ Session 
(2002) (co-sponsors: Representatives John D. Dingell (D-Ml), Henry A. Waxman (D-CA). Rosa DeLauro (D-CT), 
Anna Eshoo (D-CA) and Sherrod Brown (D-OH)). As Senator Hillary Rodham Clinton, a co-sponsor of the Senate 
bill explained, “if we want to protect our children over the long term, then we in Congress need to step in and make 
the Pediatric Rule the law of the land. Short of taking that action, we risk denying children the protection that we 
require for adults.” Press Release, “Senators Will Introduce Legislation to Codify Pediatric Rule” (Apr. 17, 2002) 
(available at: <http://c1inton.senate.gOv/-~clinton/news/2002/04/20024I7811.html>). See also Marc Kaufman and 
Ceci Connolly, “U.S. Backs Pediatric Tests In Reversal on Drug Safety,” Washington Post (April 20, 2002): at A3. 

Pediatric Adopting Release, 63 Fed. Reg. at 66634 (“A. Scope of the Rule”), and as required pursuant to 2 1 
C.F.R.§ 314.55(a). 

The Mifeprex Approval Letter stated: “Be advised that, as of April 1 , 1 999, all applications for new active 
ingredients, new dosage forms, new indications, new routes of administration, and new dosing regimens are required 
to contain an assessment of the safety and effectiveness of the product in pediatric patients unless this requirement is 
waived or deferred (63 FR 66632). We are waiving the pediatric study requirement for this action on this 
application.” Mifeprex Approval Letter at 3. Because the Mifeprex NDA was filed before the Pediatric Rule went 
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waivers of the pediatric study requirement may be granted either upon request of the applicant or 
by FDA on its own motion.”^ Both FDA-initiated and sponsor-requested waivers must satisfy 
certain criteria. FDA is required to grant a full or partial waiver “if the agency finds that there is 
a reasonable basis on which to conclude that one or more of the grounds for waiver . . . have been 

5 met.’’-^'^^ 

Section 3 14.55 provides three procedural tracks by which an applicant may obtain a 
waiver of the study requirement. The first requires that two conditions being met: (l)“[t]he 
drug product does not represent a meaningful therapeutic benefit over existing treatments for 
pediatric patients,” and (2) the drug product “is not likely to be used in a substantial number of 
iO pediatric patients.” With respect to this basis for waiver, FDA has “emphasize[d] that the study 
requirement applies to a product that offers a meaningful therapeutic benefit even if it is not used 
in a substantial number of pediatric patients, and vice versa.”^**^ As noted above, FDA, in 
connection with its determination to approve Mifeprex under Subpart H, concluded that the 
Mifeprex Regimen provides a therapeutic benefit over the existing treatment - surgical 


into effect, if a waiver had not been granted, the Population Council would have had until December 2, 2000 to 
submit “an assessment of pediatric safety and effectiveness.” See Pediatric Adopting Release, 63 Fed. Reg. at 
66658-59 (“V. Implementation Plan”). 

Although it appears that FDA waived the rule sua sponte, FDA should have required the manufacturer to provide 
certain information to support the waiver. The agency has not released such documents to the public in response to 
FOIA requests. When it adopted the Pediatric Rule, the agency noted: “FDA agrees that the burden is on the 
manufacturer to justify waivers, but believes that the rule already adequately imposes that burden. The rule requires 
both a certification from the manufacturer that the grounds for waiver have been met and an adequate justification 
for the waiver request.” Pediatric Adopting Release, 63 Fed. Reg. at 66648 (§ 29). 

21 C.F.R. § 314,55(c)(4)(“FDA action on waiver.”). 

21 C.F.R. § 314.55(c)(2)(i). 

Pediatric Adopting Release, 63 Fed. Reg at 66635 (“11.0.2. Waiver of the Study Requirement,” see first 
paragraph). 
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abortion?'*^ This conclusion by itself precludes FDA from using the first method for granting 
waiver of the Pediatric Ride?*^ 

Even if FDA had not judged the Mifeprex Regimen to offer a “meaningful therapeutic 
benefit,” the second requirement for waiver in this first track is not met because Mifeprex can be 
5 expected to be used in a “substantial number of pediatric patients,” which FDA defines as 
“50,000 pediatric patients with the disease for which the drug or biological product is 
indicated.”^'*® In the Pediatric Adopting Release, FDA stated that the “relevant age groups 
will ... be defined flexibly.”^^^ With respect to Mifeprex, it would have been appropriate to 
classify girls under the age of 1 8 as pediatric patients because safety and effectiveness in this 
10 population had not been studied.^^ If the pediatric population comprises all girls age 17 and 
under, then we estimate that there were 357,200 pediatric pregnancies per year from 1995 to 
1997 in the United States.^*^' If the pediatric population comprises all girls age 16 and under, then 
we estimate that there were a total of 196,520 pregnancies per year from 1995 to 1997.-^^^ Even if 
the pediatric population encompasses only girls age 1 5 and under, we estimate that there were 


See Mifeprex Approval Memo at 6. 

FDA noted that, for purposes of the Pediatric Rule, it would rely “in part, on CDER’s current administrative 
definition of a ‘Priority’ drug, applied to pediatric populations” to define “meaningful therapeutic benefit.” The 
phrase, “meaningful therapeutic benefit,” appears identical in the Subpart H and Priority review contexts. As noted 
above, Mifeprex was accorded priority review. The modifications to “meaningful therapeutic benefit” for purposes 
of the Pediatric Rule appear to have broadened the scope of the phrase. See Pediatric Rule, 63 Fed. Reg. at 66646. 

Pediatric Adopting Release, 63 Fed. Reg. at 66647. 

Pediatric Rule, 63 Fed, Reg. at 66634 (“C. Age Groups”). After noting comments to the proposed rule that 
argued for flexibility in setting age definitions (including a comment arguing for “pediatric patient” to include thovse 
“from 0 to 21 years”), FDA stated that “the age ranges identified in the proposal may be inappropriate in some 
instances” and that it had “deleted the references in the rule to specific age ranges.” Id. at 6665 1 . 

Although FDA acknowledged that the safety and effectiveness of Mifeprex were not studied in girls under age 
18 and required a statement to that effect in the labeling, the agency anticipated and even encouraged use in this 
population when it stated that: “there is no biological reason to expect menstruating females under age 1 8 to have a 
different physiological outcome with the regimen. The Spitz data actually suggests a trend towards increased 
success of medical abortion with younger patients.” Mifeprex Approval Memo at 7. 

Appendix B at B-3. 

See Infra Appendix B at B-4. 
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85,960 pregnancies per year from 1995 to 1997 in this age range.’” Thus, under any definition 
of the pediatric population, the 50,000 patient cut-off set forth in the Pediatric Adopting Release 
is exceeded. In sum, neither of the requisite conditions for a waiver of the Pediatric Rule under 
the first waiver track provided in Section 314.55 is satisfied.’” 

5 Second, FDA may also waive the pediatric study requirements if the “necessary studies 

are impossible or highly impractical because, e.g., the number of such patients is so small or 
geographically dispersed.’”” FDA explained that “that this ground for waiver [must] be 
interpreted narrowly”:’” 

Although the number of patients necessary to permit a study must be decided on a case- 
10 by-case basis, FDA agrees that there arc methods available to conduct adequate studies in 

very small populations. . . . Because of the speed and efficiency of modem 
communications tools, geographic dispersion will justify a waiver only in extraordinary 
circumstances and will generally have to be coupled with very small population size. 

FDA is not persuaded that inability to recrait patients because of parental fears associated 
1 5 with administration of the dmg is an adequate basis to conclude that studies are 

impractical where there is also evidence that similar products are regularly prescribed to 
pediatric patients outside of clinical trials.’” 

Pediatric Mifeprex studies would not have been either “impossible or highly impractical.” As 
20 described above and in Appendix B, the population of pediatric females that becomes pregnant 
each year is large and the female population is evenly distributed throughout the United States. 
Thus, this second waiver track available under Section 314.55 could not have been satisfied (and 
FDA apparently has not taken a position to the contrary). 

FDA may waive the pediatric study requirement under Section 3 14.55’s third waiver 
25 track when “[tjhere is evidence strongly suggesting that the drug product would be ineffective or 


See infra Appendix B at B-4. 

See 21 C.F.R. § 3)4.55(c)(2)(i). 

See 21 C.F.R. § 314.55(c)(2)(ii). 

Pediatric Adopting Release, 63 Fed. Reg. at 66647 (§ 26, final paragraph). 
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unsafe in all pediatric age groups.”’’* As noted above, FDA endorsed the proposition that “there 
is no biological reason to expect menstruating females under age 1 8 to have a different 
physiological outcome with the regimen.’”” Thus, by suggesting that Mifeprex could be used 
appropriately in the pediatric population, FDA eliminated this third track as a possible basis for 
5 waiver. 

Absent a waiver or deferral, the Pediatric Ride requires any drug application to “contain 
data that are adequate to assess the safety and effectiveness of the drug product for the claimed 
indication in all relevant pediatric subpopulations . . . FDA is authorized instead to 
extrapolate such data from adult studies “[w]here the course of the disease and the effects of the 
10 drug are sufficiently similar in adults and pediatric patients.’”'" The underlying adult studies, 
however, must be “adequate and well-controlled.’”® As noted above, the Population Council did 
not provide evidence from adequate and well-controlled smdies as to the safety and effectiveness 
of Mifeprex in the adult population. Reliance on these flawed adult studies for a determination 
of the safety and effectiveness of Mifeprex in the pediatric population was inappropriate. 

15 Furthermore, to assume that the effects of a potent antiprogesterone, mifepristone, and a 


Pediatric Adopting Release, 63 Fed. Reg. at 66647 (§ 26, final paragraph). 

21 C.F.R. § 314.55(c)(2)(ili). 

Mifeprex Approval Memo at 7. 

21 C.F.R. § 314.55(a). FDA staled that it was waiving the f’et/rarr/c ttw/e. Mifeprex Approval Letter at 3. The 
agency did not assert that it had made a determination that pediatric studie.s were not required because the adult trials 
were sutficient to support extrapolation of conclusions as to safety and effectiveness in the pediatric population. 
However, because FDA failed to provide any justification for its waiver, it is difficult to determine whether the 
agency was, in fact, relying on this provision to eliminate the pediatric study requirement for Mifeprex. 

See 21 C.F.R. § 314.55(a). 

See 21 C.F.R. § 314.55(a). 
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powerful prostaglandin analogue, misoprostol, in pregnant adults can be extrapolated to pregnant 
adolescents, who are still developing physiologically and anatomically, is medically unsound. 

FDA violated its own rules when it waived the Pediatric Rule in the face of explicit 
criteria that necessitated compliance with the rule.^“ Furthermore, FDA offered no explanation 
5 for its determination to waive the rule. As FDA’s treatment of other drugs illustrates, a waiver 
would have been appropriate only if Mifeprex had already been tested in children and labeled 
accordingly, or if the Pediatric Rule 's criteria for waiver were satisfied. Because FDA waived 
the study requirement in the face of explicit criteria that appear to prohibit such action in this 
instance, the agency violated its rule. In addition to violating Section 3 14.55, FDA’s 
10 unexplained waiver of the Pediatric Rule for the Mifeprex NDA constitutes agency action that is 
arbitrary, capricious, an abuse of discretion, or otherwise not in accordance with law.^'^ 


The Mifeprex Regimen acts upon the reproductive system, which changes dramatically during adolescence. 
Adolescents, for example, could face disruptions in ovulatory function as a result of concentrations of mifepristone 
in developing ovarian follicles, or other health problems. Moreover, teenagers may face heightened risks arising 
from decreased compliance with the full regimen, poor recall of their last menstrual period, and their reluctance to 
tell others about their pregnancie.s. 

Of course, a partial waiver of the study requirement is appropriate for the non-adolescent pediatric sub-groups. 
See 2 1 C.F.R. § 3 14.55(c)(3). According to FDA Guidance (ICH: El 1): Clinical Testing for Pediatric C/ses, the 
pediatric sub-populations other than “adolescents” are: 1) preterm newborn infants; 2) term newborn infants (0 to 27 
days); 3) infants and toddlers (28 days to 23 months); 4) children (2 to 11 yeans). FDA Guidance (ICH: Eli): 
Clinical Testing for Pediatric Uses at 9 (§ 2.5). 

In April 2000, FDA approved a suitability petition for Pamidronatc Disodium Injection, 3 mg/mL, 10 ml, vials, 
and 9 mg/mL, 1 0 mL vials, the listed drug products for which are Aredia (Pamidronate Disodium for Injection), 30 
mg/vial and 90 mg/vial, and determined that the “proposed change in dosage form is subject to the Pediatric Rule 
but that a full waiver of the pediatric study requirement ... is appropriate.” See Letter, FDA to Mitchall G. Clark 
(April 1 8, 2000): at 1 (Docket No. 00P-0091/CPI) (concluding “that investigations are not necessary to demonstrate 
the safety and effectiveness of your proposed product in the pediatric population since the necessary studies are 
impossible or highly impractical becau.se the number of patients is small and geographically dispersed”). See also 
Letter, FDA to The Weinberg Group, Inc. (June 13, 2000): at 1-2 (Docket No. 99P-5447/CPI) (approving a generic 
manufacturer’s petition to file an Abbreviated New Drug Application for Cefaclor Chewable Tablets, 125 mg, 187 
mg, 250 mg, and 375 mg, the listed drug products for which are Ceclor (Cefaclor) for Oral Suspension, 125 
mg/5mL, 187 mg/5mL, 250 mg/5mL, and 375 mg/5mL because FDA determined that the “proposed change in 
dosage form is subject to the Pediatric Rule” but “that investigations are not necessary to demonstrate the safety and 
effectiveness of your proposed products in the pediatric population, because the specific dnig products that you 
reference are adequately labeled for pediatric use”). 

FDA has required numerous drug sponsors to comply with the Pediatric Rule, but it approved Mifeprex without 
stating its basis for waiving the requirement. See, e.g.. Letter, FDA to King & Spalding (June 13, 2000): at I 
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K. FDA’S UNEXPLAINED REDUCTION OF THE SPONSOR’S PHASE IV 
REQUIREMENTS WAS ARBITARY, CAPRICIOUS, AN ABUSE OF 
DISCRETION, OR OTHERWISE NOT IN ACCORDANCE WITH LAW 

5 

Not only did FDA improperly and without explanation waive its own pediatric testing 
requirements, but it also inexplicably narrowed the scope of the Population Council’s 
commitments to conduct post-approval Phase IV studies. As a general rule, the clinical trials 
required by FDA to support an NDA are adequate to establish short-term drug safety and 
10 effectiveness. The standard pre-approval clinical trials, however, are typically incapable of 
providing either the amount or type of data necessary to assess a drug’s long-term effects.^^^ 
Phase IV, which occurs after a drug is approved, provides the opportunity to “monitor[ ] the 
safety of the new drug under actual conditions of use in large numbers of patients.”’’’® Not only 


(Docket No. 99P-2776/CPi) (denying a generic manufacturer’s petition to file an Abbreviated New Drug 
Application for Oxycodone Hydrochloride and Acetaminophen Oral Solution. 7.5 mg/500 mg per 15 mL, the listed 
drug product for which is Oxycodone and Acetaminophen Tablets 7.5 mg/500 mg, based on the fact that FDA “has 
determined that your proposed change in dosage form is subject to the Pediatric Rule and has concluded that 
investigations are necessary to demonstrate the safety and effectiveness in the pediatric population .... Therefore, 
the Agency concludes that the proposed product should be evaluated for safety and efficacy in the pediatric 
population.”); Letter, FDA to Abbott Laboratories (Sept. 29, 1999): at 1 -2 (Docket No. 98P-082 l/CPI) (denying a 
generic manufacturer’s petition to file an Abbreviated New Drug Application for Hydromorphone Hydrochloride 
Injection, 0,2 mg/mL, 30 mL vials, the listed drug product for which is Dilaudid-HP Injection, 10 m^mL, 5 mL 
ampoules and 50 mL vials, becau.se the “proposed change in route of administration is subject to the Pediatric Rule,” 
“clinical trials are required for this specific drug product,” and “investigations are necessary to demonstrate the 
safety and effectiveness in the pediatric population”). 

A.G. Gilman, T.W. Rail, A.S. Nies, P. Taylor, eds.. The Pharmacological Basis of Therapeutics^ 8th ed. (New 
York; Pergamon Press, 1990); at 77 (“Although assessment of risk is a major objective of [clinical trials], this is far 
more difficult than is the determination of whether a drug is efficacious for a selected condition. Usually about 500 

to 300 carefully selected patients receive a new drug during phase-3 clinical trials Thus, the most profound and 

overt risks that occur almost immediately after the drug is given can be detected in a phase-3 study, if these occur 
more often than once per 100 administrations. Risks that are medically important but delayed or less frequent than I 
in 1000 administrations may not be revealed prior to marketing. It is thus obvious that a number of unanticipated 
adverse and beneficial effects of drugs are only detectable after the drug is used broadly.”). 

Bertram G. Katzung, M.D., ed., Basic and Clinical Pharmacology, 4*'' ed. (Norwalk, CT: Appleton & Lange, 
1989); at 56. “Final release of a dmg for general prescription use should be accompanied by a vigilant 
postmarketing surveillance program. The importance of careful and complete reporting of toxicity after marketing 
approval by the FDA can be appreciated by noting that many drug-induced effects have an incidence of 1 : 1 0,000 or 
less. . . . Because of the small numbers of subjects in phases 1-3, such low-incidence drug effects will not generally 
be detected before Phase 4, no matter how careftilly the studies are executed. Phase 4 has no fixed duration.” Id. at 
56-7. 
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did FDA approve the NDA on the basis of clinical trials so defective with respect to their design 
and execution as to render them insufficient to establish short-term safety and effectiveness, but 
FDA also permitted tlie Population Council to substantially pare down the Phase IV trials that it 
would perform. 

5 In response to an FDA request, on September 16, 1996, the Population Council agreed to 

conduct a set of Phase IV studies.*’ FDA “reminded” the Population Council of these 
commitments in both the 1 996 and 2000 Approvable Letters.’™ The Population Council agreed 
to perform studies with the following objectives: 


10 


15 


1 . To monitor the adequacy of the distribution and credentialing system. 

2. To follow-up on the outcome of a representative sample of mifepristone-treated 

women who have surgical abortion because of method failure. 

3. To assess the long-term effects of multiple use of the regimen. 

4. To ascertain the frequency with which women follow the complete treatment regimen 

and the outcome of those who do not. 

5. To study the safety and efficacy of the regimen in women (1) under 18 years of age, 

(2) over age 35, and (3) who smoke. 

6. To ascertain the effect on children bom after treatment failure.”' 


These studies would have addressed some of the health issues that were not evaluated during 


pre-approval testing. 


20 The Mifeprex Approval Letter released on September 28, 2000, however, contains only 

two Phase 4 study obligations, a radical curtailment of the earlier commitments,”’ The letter 


FDA made its reqiie.st on August 22, 1996, after it had received Phase IV study recommendations from the FDA 
Advisory Committee. See Medical Officer’s Review, infra Appendix A, at 20-24. 

See 1996 Mifepristone Approvable Letter, irfra Appendix A, at 7-8 and 2000 Mifepristone Approvable Letter, 
infra Appendix A, at 5. 

1 996 Mifepristone Approvable Letter, infra Appendix A, at 7-8 and 2000 Mifepristone Approvable Letter, infra 
Appendix A, at 5. 

See Mifeprex Approval Letter, infra Appendix A, at 2-3. 
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Stated that “the following Phase 4 commitments, specified in [the Population Council’s] 
submission dated September 1 5, 2000 . . . replace all previous commitments . . . 

(1) “A cohort-based study of safety outcomes of patients having medical abortion under 

the care of physicians with surgical intervention skills compared to physicians 
5 who refer their patients for surgical intervention.”^^** 

(2) “A surveillance study on outcomes of ongoing pregnancies.”^’^ 

FDA stated that “[pjrevious study questions related to age, smoking, and foilow-up on day 14 
(compliance with return visit) will be incorporated into this cohort study, as well as an audit of 
10 signed Patient Agreement forms.”^’* The agency, thus, compounded its failure to require the 
Population Council and Danco to comply with the strictures of the Pediatric Rule when it 
permitted them to consider the effect of the Mifeprex Regimen on patients under 18 as part of 
another study rather than as a separate Phase IV study.^” The Approval Letter explained that 


Mifeprex Approval Letter, infra Appendix A. at 2. 

Mifeprex Approval Letter, infra Appendix A, at 3. The Population Council acknowledged three weaknesses of 
this study. First, the sample size would be limited so that the sponsor “will only be able to determine whether the 
combined sa fety rates of hospitalizations, medically necessary surgical interventions, and IV fluids in each of the 
two cohorts are within plus or minus 5 percentage points of the expected 2% rate. We will not be able to detect 
differences of individual safety outcomes such as blood transfusions and deaths." See Amendment 062 to the NDA, 
Revised Materials (Sept. 19, 2000): at 3. [FDA FOIA Release: MIF 007896-7903]. Second, the Population Council 
predicted that it might have difficulty finding women who were referred to another provider for care. Id. at 3-4. 
Third, it might be difficult to find women who did not return for their follow-up visit. Id. at 4. These three study 
weaknesses appear, at least in part, to stem from faulty selection criteria for study subjects. Patients should not be 
enrolled in a study unless they are willing to comply with follow-up visits and telephone inquiries. Additionally, 
informed consent forms authorize investigators to request medical records from other health care providers. 

Mifeprex Approval Letter, infra Appendix A, at 3. 

Mifeprex Approval Letter, infra Appendix A, at 3. These issues were characterized by the sponsor as 
“Secondary Study Objectives." See Amendment 062 to the NDA (Sept. 19. 2000): at 1. The failure to consider 
each issue in a separate study is likely to compromise the quality of the data generated. Because the study is 
primarily focused on a provider-level variable (ability to provide surgical intervention), the study will not 
necessarily yield a meaningful sample size for each of the relevant patient-level variables (age and smoking status), 
Patients will be enrolled “consecutively from each provider until the provider’s quota is met.” See id. at 2. 

The Population Council submitted data from the Spitz Study on 106 women age 35 and older and 5 i patients 
under age 20. See Mifeprex Approval Letter, infra Appendix A, at 7. However, the effects and potential age- 
specific risks of the Mifeprex Regimen on women outside the tested age range deserve separate consideration in 
studies with far more subjects. Approximately 279,000 girls nineteen and younger and more than 84.000 women 
over the age of 35 obtain abortions in the United States annually. See Appendix B, infra, at B-4 (§§ 5 and 6). The 
Mifeprex Regimen, which directly interacts with the reproductive system, could conceivably interfere with pubertal 
development, as discussed above, and might pose unique risks to women who are nearing the end of their 
reproductive yeare. 
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“the changes in postmarketing commitments reflect current postmarketing questions given 
establishment of final labeling, Medication Guide, and distribution system, along with 
availability of additional clinical data with the drug since 1996.”^’® 

It appears, however, that the modifications came largely in response to the Population 
5 Council’s unwillingness to explore the ramifications of the Mifeprex Regimen. On August 18, 

1 999, the Population Council acknowledged its Phase IV commitments, but stated that “[w]e 
plan to discuss in more detail and develop a consensus with the FDA post-NDA approva!.”^^^ 

The Population Council complained, for example, that “[a] prospective study of the long-term 
effects of multiple use of the regimen in all American women would be unduly burdensome, 

10 might result in an invasion of women’s privacy and would not likely produce a meaningful 

scientific result for decades.”^*^ Similarly, the Population Council informed FDA that it was “not 
able to commit to tracking down those women who arc lost to follow-up because this would be 
very difficult and extraordinarily expensive. We arc also concerned about the ethics of doing 


Mifeprex Approval Memo, infra Appendix A, at 7. FDA’s conclusion that the reduction to only two Phase IV 
studies “reflectis] current postmarketing questions” ignores a number of issues about Mifeprex that remain 
unexplored. Because mifepristone interferes with pregnancy by binding to the progesterone receptor in the placenta, 
there is concern that the drug may affect not only the uterus, but the brain, breasts, adrenal glands, ovaries, and 
immune cells, all of which also have progesterone receptors. Concerns that mifepristone may have a carcinogenic 
effect on breast tissue have also been expressed. See. e.g.. Testimony of Dr. Joel Brind, FDA Hearings Transcript, 
infra Appendix A, at 172-175. Mifepristone also could affect the pituitaiy gland, the adrenal glands, and immune 
cells, all of which have glucocorticoid receptors. In addition, it is unclear whether a woman who undergoes multiple 
mifepristone-misoprostol abortions could suffer adverse effects. See ACOG Practice Bulletin, infra Appendix A, 
at 9 (“No well-designed prospective studies address the issue of repeat medical abortion.”). Questions also remain 
about possible effects on the children bom to women who have terminated a previous pregnancy with the Mifeprex 
Regimen. See, e.g., P. Van der School and R. Baumgarten, “Effects of Treatment of Male and Female Rats in 
Infancy with Mifepristone on Reproductive Function in Adulthood,” Journal of Reproduction and Fertility 90 
(1990): 255-66 (finding that rats exposed to mifepristone in their infancy suffered infertility in adulthood)[FDA 
FOIA Release: MIF 007165- 007176]. 

Medical Officer’s Review, infra Appendix A. at 24 (quoting from the Population Council’s submission to FDA 
on Aug. 18, 1999). 

Medical Officer’s Review, infra Appendix A, at 24 (quoting from the Population Council’s submission to FDA 
on Aug. 1 8, 1 999); see also Mifeprex Approval Memo at 7 (agreeing with the Population Council’s reasoning). 
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this, as it could violate women’s privacy.”^'^' The Population Council’s concerns about privacy 
lack merit. Patients who participate in clinical trials give their consent to participate and to be 
monitored, thus eliminating concerns about privacy. Similarly, FDA should not have accorded 
undue weight to the Population Council’s protestations about the potential expense of the trials; 
5 drug sponsors, who stand to profit from a drug’s sales, are responsible for bearing the expenses 
incurred in establishing the safety and efficacy of a drug.^*^ 

FDA’s acquiescence in the Population Council’s reduction in its Phase IV commitments 
compounded the Agency’s earlier failure to require the sponsor to conduct clinical trials in 
accordance with the requirements of Section 314.126 of FDA’s rules. FDA’s inadequately 
10 justified curtailment of the sponsor’s Phase IV study commitments was arbitrary, capricious, an 
abuse of discretion, or otherwise not in accordance with law. 


Medical Officer’s Review, infra Appendix A, at 24 (quoting from the Population Council’s submission to FDA 
on Aug. 1 8, 1 999). The necessity of long-term monitoring is particularly critical to compensate for the unusually 
short tracking periods employed in the U.S. Clinical Trial, in which investigators generally did not track patients 
after their third visit. See Spitz Article, infra Appendix A, at 1242. “Follow-up was extended beyond visit 3 if there 
was uncertainty about the completeness of the abortion or if bleeding persisted.” Id. Five percent of the participants 
in the U.S, Clinical Trial were not tracked through the third visit (which would have occurred on Day 15) because 
they failed to return for it, suggesting that each of these women was last seen on Day 3, only 2 days after the initial 
administration of mifepristone. See Medical Officer’s Review, infra Appendix A, at 10. Abbreviated follow-up 
periods run counter to ICH standards, which state that in clinical trials of drugs intended for use during pregnancy, 
"followup of the pregnancy, fetus, and child is very important.” FDA Guidance (ICH: E8): General 
Considerations, m/ra Appendix A, 62 Fed. Reg. at 66117 (§ 3. 1.4.3) (“Special populations”). 

In fact, the sponsors of Mifeprex received substantial outside fonding to support their efforts. See “Mifepristone: 
FDA Approval Imminent, Advocates Predict ” Kaiser Daily Reproductive Health Report (Sept. 28, 2000) (available 
at: <http://www.kaisemetwork.Org/reports/2000/09/kr000928.3.htm>) (“Danco Laboratories, LLC, a small New 
Y ork-based company, will market the drug with funding from billionaire financier Warren Buffet and hedge-fund 
czar George Soros and a $10 million loan from the David and Lucile Packard Foundation.”); Sharon Bernstein, 
“Persistence Brought Abortion Pill to U.S.,” Los Angeles Times (Nov. 5, 2000): at A1 (“The Population Council 
raised $16 million from like-minded foundations, including the Open Society Institute of New York, which is the 
philanthropic arm of billionaire George Soros, and the California-based Kaiser Family Foundation.”). 
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IV. PETITIONERS SEEK LEAVE TO AMEND 

The Petitioners respectfiiHy inform FDA that they may file amendments to this Petition 
as information becomes available from Freedom of Information Act requests made before the 
5 filing date of this document.^*^ 


V. CONCLUSION 

10 

For the foregoing reasons, the Petitioners respectfully request that the Commissioner 
immediately enter an administrative stay to halt any further distribution and marketing of 
Mifeprex until final agency action is taken on this Petition. The Petitioners also respectfully 
request that the Commissioner revoke approval of Mifeprex for the medical termination of 
15 pregnancies less than 49 days’ gestation. On the basis of the evidence presented above, the 
Petitioners respectfully request a full FDA audit of the French and U.S. Clinical Trials.^*'* 


The Petitioners have filed numerous Freedom of Information Act (“FOIA”) requests with FDA that remain 
unanswered, including: 1) FOIA Request, filed by Wendy Wright, Director of Communications, CWA (Aug. 31, 
200 1 ) (seeking “an entire copy of FDA’s letter to the Population Council dated, or mailed, on or about June 1 , 2000, 
along with any attachments, appendices, and other accompanying materials”); 2) FOIA Request, filed by Wendy 
Wright, Director of Communications, CWA (Aug. 3 1 , 200 1 ) (seeking “an entire copy of the new drug 
application . . . filed ... on or about March 18, 1996 (NDA 20-687)”); 3) FOIA Request, filed by Wendy Wright, 
Director of Communications, CWA (Sept. 14, 2001) (seeking a copy of data submitted by the sponsor “related to the 
use of mifepristone by women over the age of thirty-five, females under the age of eighteen, and women who 
smoke" and of the Phase IV .study protocols submitted by the Sponsor and any Phase IV trial data); and, 4) FOIA 
Request, filed by Wendy Wright, Director of Communications, CWA (Feb. 6, 2002) (seeking a correct listing of all 
drug applications approved pursuant to 2 1 C.F.R. § 3 14.520 and documents detailing FDA’s reasoning for 
approving drugs under this section of its rules). 

An audit of the U.S. Clinical Trial is additionally warranted because of an unusual data management decision 
made by the Population Council with the apparent approval of the FDA; 

Thank you for speaking with me the other day about our data dilemma. In response to our conversation, we 
have decided to create two version.s of our electronic database from the mifepristone study. Tlie first will 
reflect exactly the physical copies of the patient record forms, and will be used as the basis for our 
regulatory submissions to you. The second version will closely match the first, particularly on safety and 
efficacy indicators, but certain variables will be modified to create an internally consistent database that we 
can use easily for our planned scholarly publications on the topic. We will keep careful track of the 
changes we make and we will be able to explain them to an FDA auditor should the need arise. One result 
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VI. ENVIRONMENTAL IMPACT 


This Petition for withdrawal of approval of an NDA is categorically excluded under 21 
5 C.F.R. § 25,31(d), An environmental impact statement is, thus, not required. 


VII. ECONOMIC IMPACT 


10 The Economic Impact information shall be submitted only when and if requested by the 

Commissioner following review of the Petition, in accordance with 21 C.F.R. § 10.30. 


CERTIFICATIONS AND SIGNATURES 


15 On behalf of the petitioner organizations listed below, we the undersigned hereby certify 

that, to the best of petitioners’ knowledge, this Citizen Petition is true and accurate. It includes 
all available information relevant to this Petition, including information both favorable and 
unfavorable to Petitioners’ position in this matter. 


20 


So executed this day of August 2002. 


25 


30 


Donna Harrison, M.D. 

Chairperson, Subcommittee on Mifeprex 
American Association of Pro-Life 
Obstetricians and Gynecologists 
P.O. Box 414 
Eau Claire, MI 49111 
Phone; (616)921-2513 


of this approach to handling the data is that certain aspects of our future publications may differ from 
tabulations that appear in our regulatory submissions. 

Letter, Charlotte Ellertson, Population Council, to [Redacted], FDA/CDER (July 28, 1997): at 1 [FDA FOIA Release: 
MIF 006489]. 
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So executed this day of August 2002. 


5 


/s/ 

Gene Rudd, M.D. 

Associate Executive Director 
Christian Medical Association 
P.O. Box 7500 
Bristol, TN 37621 
Phone: (423)844-1000 
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So executed this day of August 2002. /S/ 

Sandy Rios, President 

5 Concerned Women for America 

1015 Fifteenth Street, N.W. 
Suite 1100 

Washington, D.C. 20005 
Phone: (202)488-7000 

10 
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Appendix B: Statistics Used in This Petition 

This Appendix describes the method used to derive several statistics used in this petition. 
Those statistics are: 1 ) the total number of abortions that occur in the United States annually for 
all women and girls; 2) the proportion of women receiving abortions annually in the United 
States at or before 7 weeks of gestation; 3) the rate at which ectopic pregnancies occur in the 
United States; 4) the number of pregnancies that occur in the United States in the pediatric 
population; 5) the number of legal abortions obtained by women age thirly-tive and older; and, 

6) the number of legal abortions obtained by females 19 and younger. Because statistics vary 
from year to year, this Appendix averages the last three years of available data. This Appendix 
rounds to the nearest thousand the figures that describe the quantities of pregnancies or abortions 
in any particular year. Unless otherwise noted, the data have been obtained from the Morbidity 
and Mortality Weekly Report (MMWR), which is published by the Centers for Disease Control 
(CDC). 

1. Total Number of Abortions in the U.S. annually. According to the latest CDC 
Surveillance Summary on abortion, the number of legal abortions in 1997 was 1,186,039; in 
1996 - 1,221 ,585; in 1995 - 1,2 10,883.' Thus, the average number of abortions per year 
(rounded to the nearest thousand) is approximately 1,206,000. 

2. Proportion of Abortions performed at or before 7 weeks of gestation. According 
to the 1997 Abortion Surveillance, 35.7% of abortions occurred at or before the 7"' week of 
gestation in 1997," According to the 1996 Abortion Surveillance, 33.8% of abortions occurred at 

• Centers for Disease Control and Prevention, “Abortion Surveillance - United States, 1 997,” Morbidity and 
Mortality Weekly Report (MMWR) 49 (No. SS-1 1) (Dec. 8, 2000): Table 2 at 19 (“1997 Abortion Surveillance,” 
previous years will be named similarly). 

1997 Abortion Surveillance at Table 17 at 42 (17.6% for less than or equal to six weeks; 18.1% for the 7''^ week 
only). 
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or before the T* week of gestation in 1996.’ According to the 1995 Abortion Surveillance, 

32.8% of abortions occurred at or before the 7'*' week of gestation in 1995.“ Thus, the average 
proportion of abortions that occurs at or before the 7* week of gestation is 34.1%. 

3. Ectopic Pregnancy Rate. Ectopic pregnancy is the leading cause of pregnancy- 
related death during the first trimester. In 1995 CDC released its first report documenting “the 
incidence of ectopic pregnancy by including information about patients managed and treated on 
an outpatient basis.’” Previously, CDC tabulated only those ectopic pregnancies treated during a 
hospitalization. The ectopic pregnancy rate in the United States in 1992 was estimated to be 19.7 
per 1000 reported pregnancies based on this new methodology, 2.0% after rounding.* FDA 
recently confinned an ectopic pregnancy rate of 2.0%.’ This figure, however, is likely to have 
increased since 1992, the last year for which CDC reported ectopic pregnancy rates.® 

4. Pregnancy in the Pediatric Population.’ Each year in the United States 800-900,000 
girls and young women under age 19 become pregnant.” CDC states that for girls 14 and under 


’ Centers for Disease Control and Prevention, “Abortion Surveillance ~ United States, 1996,” Morbidity and 
Mortality Weekly Report {MMWR) 48 (No. SS-4) (July 30,1999): Table 1? at 40 (16.4% for pregnancies less than or 
equal to six weeks; 17.4% for the l"' week only). 

“ Centers for Disease Control and Prevention. “Abortion Surveillance - United States, 1995,” Morbidity and 
Mortality Weekly Report (MMWR) 47 (No. SS-2) (July 3, 1998); Table 17 at 66 (15.7% for pregnancies less than or 
equal to six weeks; 17.1% for the 7* week only). 

® Centers for Disease Control and Prevention, “Ectopic Pregnancy - United States, 1990-1992,” Morbidity and 
Mortality Weekly Report (MMWR) 44 (No. 3) (Jan. 27, 1995): at 46-48. 

* Centers for Disease Control and Prevention, “Ectopic Pregnancy - United States, 1990-1992," Morbidity and 
Mortality Weekly Report (MMWR) 44 (No. 3) (Jan. 27, 1995): at 46. 

’ See FDA, "Mifepristone Questions and Answers” (Apr. 1 7, 2002) (available at: 

<http://www.fda.gOv/cder/drug/infopage/inifepristone/mifepristone-qa_4_I7_02.htm#2>) (“An ectopic pregnancy is 
any pregnancy that develops outside of the womb. It occurs in 2% of all pregnancies.”) 

* The rate of ectopic pregnancies appears to have increased dramatically between 1970 and 1992, which CDC found 
to be “consistent with the trend in increased prevalence of important risk factors for ectopic pregnancy, including 
chlamydia and other sexually transmitted infections [note], induction of ovulation, and tubal sterilization [note].” 

See id. at Figure 1 (“Number of ectopic pregnancies - United States, 1970-1992”) and at 47 (“Editorial Note”). 

FDA did not precisely delineate the upper bound of the pediatric population in 21 C.F.R. § 314.55 and the related 
rulemaking. 
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there were 26,600 pregnancies in 1995, 25,400 in 1996, and 23,700 in 1997." Averaging these 
three years, there are 25,200 pregnancies per annum in the United States among girls under age 

15.'^ 

According to CDC, among girls age 15 through 17 there were 342,100 pregnancies in 
1995, 332,500 in 1996, and 321,300 in 1997.'^ Averaging these three years, there are 
approximately 332,010 pregnancies per annum in the United States for girls age 15 through 17. 
If one defines the pediatric population as comprising all individuals under age 18, then there 
were 357,200 pregnancies per year from 1995-1997.'“ 

CDC does not break down pregnancy figures for each year within the 15-17 range. CDC 
abortion statistics, however, can form a basis for extrapolating the number of pregnancies among 
girls age 15, 16, and 17. In 1997 girls age 15 obtained 6.8 percent, girls age 16 obtained 12.4 
percent, and girls age 17 obtained 18.0 percent of all abortions performed on females age 
nineteen and under.” Assuming that the proportion of pregnancies among 15, 16 and 17 year 
olds corresponds to the proportion of girls obtaining abortions in that age group in 1997,"’ there 
were approximately 60,760 pregnancies among girls age 15, 1 10,560 among girls age 16, and 
160,690 among girls age 17. 


Centers for Disease Control and Prevention, “National and State-Specific Pregnancy Rates among Adolescents - 
United State.s, 1995-1997,” Morbidity and Mortality iVeekly Report {MMWR) 49 (No. 27) (July 14, 2000): at 605- 
611,605. 

‘ ' Id. at Table 1 at 606. 

This Appendix will follow the convention employed by CDC of rounding to the nearest 100. 

" Id. at Table 1 at 606. 

That is: 25,200 (14 and under) + 332,200 (ages 15-17) = 357,400 pregnancies per annum (ages 17 and under). 

” Centers for Disease Control and Prevention, “Abortion Surveillance - United States, 1997,” Morbidity and 
Mortality Weekly Report (MMWR) 49 (No, SS-1 1) (Dec. 8, 2000): Table 5 at 25-26 (“Reported legal abortions 
obtained by adolescents, by known age and state of occurrence - selected states. United States, 1997”). The 
numbers in this table reflect data collected in 44 states and the District of Columbia. 

This would constitute a ratio of 6.8: 12.4; 18.0 or 18.3% (age 15): 33.3% (age 16): 48.4% (age 17). 
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Therefore, if the pediatric population is limited to girls age 15 and under, there were 
approximately 85,960 pregnancies per year from 1995-1997.” If girls age 16 are included, there 
were approximately 196,520 pregnancies among the pediatric population per year from 1995- 
1997 IS Finally, if the pediatric population encompasses all individuals age 17 and under, then 
there were approximately 357,210 pregnancies per year from 1995-1997 in the United States.” 

5. Legal Abortions Obtained by Women Thirty-five and Older. According to recent 
CDC Surveillance Summaries on abortion, the number of legal abortions obtained by women age 
35 and older in 1997 was 86,704;“ in 1996 - 87,787;^' and, in 1995 - 79,550,^* Thus, the 
average number of abortions per year performed on women 35 and older is approximately 
84,680, 

6. Legal Abortions Obtained by Females 19 and Younger. According to the U.S. 
Census Bureau, the number of induced abortions in females age 1 9 years and younger was 
274,000 in 1996, 275,000 in 1995, and 288,000 in 1994.“ Thus, the average number of 
abortions per year performed on females age 19 years and younger is approximately 279,000. 


” That is: 25,200 (!4 and under) + 60,760 (age 1 5) = 85,960 pregnancies per annum (ages 15 and under). 

” That is; 85,960 ( i 5 and under) + 1 1 0,560 (age 1 6) = 1 96,520 pregnancies per annum (ages 1 6 and under). 

” That is: 25,200 (14 and under) + 332,010 (ages 15-17) = 357,210 pregnancies per annum (ages 17 and under). 

“ See 1997 Abortion Surveillance, Table 4 at 24 (65,908 abortions to women age 35 to 39 + 20,796 abortions to 
women 40 and older). 

See 1996 Abortion Surveillance, Table 4 at 22 (67,092abortions to women age 35 to 39 + 20,695abortions to 
women 40 and older). 

See 1 995 Abortion Surveillance, Table 4 at 47 (61 ,052 abortions to women age 35 to 39 + 1 8,498 abortions to 
women 40 and older). 

“ See U.S. Census Bureau, Stmislical Abstract of the United States: 2001, Table 85 at 68, 
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Mr. SouDER. Professor Snead. 

STATEMENT OF O. CARTER SNEAD, ASSOCIATE PROFESSOR, 

UNIVERSITY OF NOTRE DAME LAW SCHOOL, AND FORMER 

GENERAL COUNSEL FOR THE PRESIDENT’S COUNCIL ON 

BIOETHICS 

Mr. Snead. Thank you very much. Thank you, Chairman Souder, 
Ranking Member Cummings, Ranking Member Waxman, Con- 
gresswoman Schmidt. Thank you very much for inviting me today 
to discuss the legal dimensions of this question, which I think are 
not controversial and not contentious despite the contentious na- 
ture of the underlying issue that we are discussing. 

In my written comments, I lay out for the committee the various 
regulatory options that the FDA would have and also that the Sec- 
retary of Health and Human Services would have if they were to 
decide that the circumstances warranted intervention in this mat- 
ter beyond the changing in labeling and the public health 
advisories that have already been undertaken. 

The central conclusion that I reach in my written testimony is 
that the FDA is well equipped to respond forcefully to the concerns 
raised by the co-panelists today regarding the safety of 
Mifepristone should it decide that such a response is warranted, 
and I focus on three principal mechanisms in my written testimony 
that are available both to the FDA and to the Secretary of Health 
and Human Services. In my oral testimony, I am going to focus on 
the one mechanism that is unique to Mifepristone given the cir- 
cumstances of its approval, that is to say under Subpart H, which 
has received some discussion today already. 

Subpart H was devised by the FDA to permit the approval of 
drugs intended to treat serious or life-threatening illnesses where 
such drugs imposed a greater-than-normal acceptable risk to the 
patient. That is. Subpart H was designed in part as an alternative 
means of approval for useful drugs that would otherwise fail the 
traditional risk-benefit calculus required for FDA approval. Sub- 
part H facilitated approval of such drugs by imposing additional 
post-marketing restrictions above and beyond what was required in 
the normal mechanisms of approval, as has been mentioned by nu- 
merous panelists. 

These post-market restrictions are absolutely crucial both in 
terms of their effectiveness and in terms of compliance with those 
restrictions if the mechanism of Subpart H is to serve its purpose. 
As the FDA has said in its own final rule, and I am quoting from 
the final rule, “For drugs approved under the accelerated procedure 
regulations, the risk-benefit assessment is dependent upon the like- 
lihood that post-marketing restrictions will enable safe use.” 

Most important for present purposes, it is clear that Subpart H 
provides a mechanism for expedited withdrawal of approval upon 
a finding that the post-marketing restrictions are either ineffective 
or are not being observed by the manufacturer. As the FDA noted 
in its final rule also, if the restrictions do not lead to safe use, the 
risk-benefit assessment for these drugs changes significantly. FDA 
believes that if that occurs, rapid withdrawal of approval as set 
forth in this rule is important to the public health. 
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So this is a unique mechanism, and as the representatives and 
former representatives of the FDA have noted already, Subpart H 
is intended to facilitate the move to market of drugs through the 
imposition of these additional post-market restrictions. It is not dif- 
ficult to see the implications of Subpart H for the case of 
Mifepristone. 

Banco Laboratories benefited from these unique approval regula- 
tions, the cost of which was a promise to comply with the post-mar- 
ket restrictions that the FDA thought appropriate under the cir- 
cumstances. Thus, if the FDA — and I formulate this as a condi- 
tional because I am not privy to any facts that would go to this con- 
clusion, this is a judgment that would have to be made based upon 
an evaluation of Danco’s behavior — if, in fact, the FDA were to con- 
clude that Banco was not in compliance with these post-market re- 
strictions, or alternatively that the post-market restrictions them- 
selves were not effective to render the drug safe for its approved 
use, then the FDA would be within its authority to withdraw ap- 
proval following notice and an opportunity for hearing for the drug 
itself 

And, in fact, it would be difficult to imagine that if FDA did come 
to that conclusion, that they would not regard it as its duty to 
withdraw approval, because in the absence of effective post-market 
restrictions. Mifepristone would presumably not be able to satisfy 
the statutory criteria for safety. If this were not the case. 
Mifepristone would have been approved under the traditional pro- 
visions rather than under Subpart H. 

So essentially, among the mechanisms that I discuss in my writ- 
ten testimony. Subpart H provides a unique opportunity for the 
FDA to maintain control over the use of Mifepristone, and if under 
its own inquiries the FDA finds that the post-marketing restric- 
tions are not effective or are not being observed, then the truncated 
and expedited withdrawal provisions would be activated and FDA 
would be fully authorized to withdraw approval. 

As has been suggested, I agree, I think FDA would have the obli- 
gation to answer any open questions regarding the efficacy of the 
post-market restrictions and also to answer — to inquire about and 
answer any questions and respond appropriately to any concerns 
regarding Danco’s compliance with the post-marketing restrictions. 

Thank you very much. 

Mr. SOUDER. Thank you. 

[The prepared statement of Mr. Snead follows:] 
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Good afternoon Chairman Souder, Ranking Member Cummings, and distinguished Members of 
the Subcommittee. Thank you for the opportunity to testify today on such an important matter. 
Even though the underlying subject of today’s hearing is quite contentious, my remarks this 
afternoon should be fairly straightforward and noncontroversial. My charge is quite narrow. My 
aim is simply to articulate for the Members the options available to the Food and Drug 
Administration should it decide that the circumstances discussed by my co-panelists today 
warrant further regulatory intervention beyond the previous labeling changes and public health 
advisory issued in connection with safety concerns regarding RU-486 (“mifepristone”). 

My remarks today are entirely my ow'n. They are also prospective in nature; that is, I will not 
speak about the highly unusual and irregular circumstances under which mifepristone was 
approved.' Finally, my remarks are essentially descriptive rather than normative. That is, I am 
here to describe to the Committee what the FDA is empowered to do as a matter of law, should it 
decide to intervene. I take no position on the wisdom of intervention or non-intervention in this 
particular case. That policy question turns in the first instance on an empirical judgment about 
the safety and efficacy of mifepristone in light of the scientific and medical evidence. I am not 
in a position to make such a judgment. Moreover, the FDA’s decision in this matter crucially 
depends on certain facts to which I am not privy, namely, facts relating to Danco Laboratories’ 
compliance (or noncompliance) with the strictures imposed on it by the FDA pursuant to the 
special regulations under which its product was initially approved. 

The central animating purpose of the Food and Drug Administration is to protect the public from 
unsafe articles and products within its jurisdiction. I do not believe this to be a controversial 
proposition. It is not surprising, therefore, that the enabling statutes and regulations administered 
by FDA provide it with the clear authority to withdraw the approval of drugs that are revealed to 
be unsafe. No power could be more fundamental to the FDA’s chief function of ensuring public 
safety. 

The FDA is thus well-equipped to respond forcefully to the concerns raised by my co-panelists 
today regarding the safety of mifepristone, should it choose decide that such a response is 
warranted. It has substantial powers granted to it by the unique regulations pursuant to which 
mifepristone was approved (so-called Subpart H).'^ It likewise enjoys signficant authority under 
its traditional withdrawal provisions, found both in the Food, Drug, and Cosmetic Act, Section 
50S(e) and relevant regulations.’ Finally, the Secretary of Health and Human Services enjoys the 
non-delegable authority to declare an “imminent hazard” in connection with mifepristone, should 
he decide that this is appropriate under the circumstances."* I will take each in turn. Before doing 
so, however, I should point out that the FDA most often achieves its ends in this context through 
informal means. That is, by persuading drug companies that it is in their enlightened self-interest 
to voluntarily surrender their approval for drugs that are shown to be unsafe. The present 
circumstances involving Danco, however, may present the rare exception to this rule. That is, it 


’ For an excellent overview of the approval process for RU-486, see Lars Noah, “A Miscarriage in the Drug 
Approval Process?; Mifepristone Embroils the FDA in Abortion Politics,” 36 Wake Forest Law Review 571 (2001). 
^21 CFR 314.500 er sc? 

’ 21 U.S.C. 355(e), and 21 CFR 314.150. 

See id. 
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has been reported that Danco’s only product is Mifeprex (its brand name for mifepristone).^ 

Thus, it is not likely to be moved by the typical considerations that spur companies into 
voluntary compliance, namely, concerns regarding its future dealings with the FDA on additional 
products. As such, should the FDA seek to withdraw approval for mifepristone, it may have no 
choice but to invoke its formal coercive authorities described below. 

Withdrawal Provisions of Suhpart H 

In the face of the widespread criticism that FDA’s approval mechanisms were too onerous to 
quickly move innovative drugs to market, the agency adopted in the early 1990s a new regime 
under which drugs might receive “accelerated approval.” The new regulations, colloquially 
referred to as “Subpart H,” were devised to expedite the approval of drugs intended to treat 
“serious or life-threatening illnesses,” where such drugs imposed a greater than normal 
acceptable risk to the patient. That is. Subpart H was designed in part as an alternative means of 
approval for useful drugs that would otherwise fail the traditional risk/benefit calculus required 
for FDA approval. Subpart H facilitated approval of such risky (but apparently useful) drugs by 
imposing additional postmarketing restrictions above and beyond what was required through the 
normal mechanisms of approval.^ In this way, the FDA was able to add another factor in favor 
of approval to the risk/benefit calculus. As the FDA explained in its Final Rule adopting Subpart 
H: “For drugs approved under the accelerated procedure regulations, the risk/benefit assessment 
is dependent upon the likelihood that . , . postmarketing restrictions will enable safe use.”^ In 
other words, the postmarketing restrictions “aim to enhance the safety of a drug whose risks 
would outweigh its benefits in the absence of restriction.”* 

In short, the FDA offered drug companies an option for accelerated approval the cost of which 
was submission to additional restrictions. Such restrictions take a variety of forms, including: 
restrictions on distribution of the product to a limited category of prescribers and the imposition 
of conditions of distribution on the performance of certain specified medical procedures.^ Most 
important for present purposes. Subpart H provided for a truncated and expedited withdrawal 
process.'® Under the relevant withdrawal provisions, the FDA can (following notice and an 
opportunity for a hearing) withdraw approval for any of the following reasons: (1) A 
postmarketing clinical study fails to verify clinical benefit; (2) The applicant fails to perform the 
required postmarketing study with due diligence; (3) Use after marketing demonstrates that 
postmarketing restrictions are inadequate to assure safe use of the drug product; (4) The 
applicant fails to adhere to the postmarketing restrictions agreed upon; (5) The promotional 
materials are false or misleading; or (6) Other evidence demonstrates that the drug product is not 
shown to be safe or effective under its conditions of use." 


^ See Noah, supra., n 1 

^ See 21 CFR 314.520. See also, 57 FR 58942 (explaining that Subpart H applied to those circumstances where 
“FDA determines that a drug, effective for the treatment of a disease, can be used safely only if distribution or use is 
modified or restricted.”). 

’ 57 FR 58942, 58955. 

® M at 58952. 

’21 CFR 314.520. 

'“21 CFR 314.530. 

"Id. 
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Given the central importance of the postmarketing restrictions possible under Subpart H, it is not 
surprising that the failure to comply with such restrictions, or a showing that such restrictions are 
inadequate to assure safe use of the drug, result in an expedited withdrawal of the drug’s original 
approval. As the FDA noted in its Final Rule, “If. . . restrictions do not lead to safe use, the 
risk/benefit assessment for these drugs changes significantly. FDA believes that if that occurs, 
rapid withdrawal of approval as set forth in this rule is important to the public health.”'^ 

It is not difficult to see the implications of Subpart H for the case of mifepristone. Danco 
Laboratories benefited from the accelerated approval regulations. The cost of such approval was 
a promise to comply with the postmarket restrictions the FDA thought appropriate under the 
circumstances. For example, if FDA were to conclude that Danco was not in compliance with 
these postmarket restrictions, or alternatively, that such restrictions were an insufficient hedge 
against the safety concerns associated with mifepristone, the agency would be well within its 
authority to commence withdrawal procedures. Indeed, it would be difficult to imagine that 
FDA would not regard it as its duty to do so, because in the absence of effective postmarket 
restrictions, mifepristone would presumably not be able to satisfy the statutory criteria for safety. 
If this were not so, mifepristone would have been approved under the traditional provisions 
rather than Subpart H. 

Traditional Withdrawal Procedures 

In the present case, if the FDA chose to eschew the truncated withdrawal provisions of Subpart 
H, it would still have recourse to the conventional mechanisms of withdrawal. In the Final Rule, 
the agency noted “that, in the event none of the grounds for withdrawal specifically listed in 
314.530 . . . applies, but another ground for withdrawal under section 505 of the act . . . and 
implementing regulations at 21 CFR 314.150 .. . does apply, the agency will proceed to 
withdraw approval under traditional procedures.”'^ Such traditional grounds include a finding 
(following notice and an opportunity for a hearing) that: (i) That clinical or other experience, 
tests, or other scientific data show that the drug is unsafe for use under the conditions of use 
upon the basis of which the application or abbreviated application was approved; or (ii) That new 
evidence of clinical experience, not contained in the application or not available to FDA until 
after the application or abbreviated application was approved, or tests by new methods, or tests 
by methods not deemed reasonably applicable when the application or abbreviated application 
was approved, evaluated together with the evidence available when the application or 
abbreviated application was approved, reveal that the drug is not shown to be safe for use under 
the conditions of use upon the basis of which the application or abbreviated application was 
approved; or (iii) Upon the basis of new information before FDA with respect to the drug, 
evaluated together with the evidence available when the application or abbreviated application 
was approved, that there is a lack of substantial evidence from adequate and well-controlled 
investigations as defined in § 314.126 . that the drug will have the effect it is purported or 
represented to have under the conditions of use prescribed, recommended, or suggested in its 
labeling; or (iv) That the application or abbreviated application contains any untrue statement of 
a material fact; or (v) That the patent information prescribed by section 505tcl of the act was not 
submitted within 30 days after the receipt of written notice from FDA specifying the failure to 
submit such information. 


57 FR 58942, 58955. 
Id. « 58956. 
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Thus, if FDA concluded that any of the foregoing applied to mifepristone, it would be within its 
rights (and, I would argue, obliged) to commence withdrawal proceedings. It bears noting that 
while rare, it is permissible for the FDA to withdraw approval based on a re-evaluation of 
evidence previously considered. As the U.S. Court of Appeals for the Seventh Circuit noted in 
affirming the FDA’s decision to withdraw an NDA less than one year following approval, “an 
interpretation of the [FDA enabling] statute prohibiting such new application of existing 
information would do violence to the paramount interest in protecting the public from unsafe 
drugs. The fact that the re-evaluation may have been inspired by a change in administrative 
policy is irrelevant,”*’' 

Imminent Hazard Authority. 

In announcing the adoption of Subpart H as a Final Rule, the FDA observed that it considered 
the expedited withdrawal procedures therein to be appropriate for those circumstances in which 
there was no “significant hazard requiring immediate withdrawal” because the relevant pre- 
withdrawal hearing requirements balanced the need for “prompt action” with the need for 
“discussion and debate before withdrawal.”'^ In circumstances involving an “imminent hazard 
to the public health,” the FDA noted, “the Secretary of Health and Human Services may suspend 
approval of an application and then afford the applicant an opportunity for an expedited 
hearing.”'*’ This authority, vested solely in the Secretary of HHS (i.e., it is nondelegable), is 
perhaps the most dramatic mechanism that could potentially be wielded against mifepristone. 

Given its sweep and force, it is a little surprising that “imminence” is not defined narrowly. The 
seminal case in this domain held that “imminence” is “not to be restricted to a concept of 
crisis.”'^ The term is defined and the criteria to be considered are set forth in 21 CFR 2.5: 

(a) Within the meaning of the Federal Food, Drug, and Cosmetic Act an imminent hazard 
to the public health is considered to exist when the evidence is sufficient to show that a 
product or practice, posing a significant threat of danger to health, creates a public health 
situation (1) that should be corrected immediately to prevent injury and (2) that should 
not be permitted to continue while a hearing or other formal proceeding is being held. 

The imminent hazard may be declared at any point in the chain of events which may 
ultimately result in harm to the public health. The occurrence of the final anticipated 
injury is not essential to establish that an imminent hazard of such occurrence exists. 

(b) In exercising his judgment on whether an imminent hazard exists, the Commissioner 
will consider the number of injuries anticipated and the nature, severity, and duration of 
the anticipated injury. 


Bell V. Goddard, 366 F.2d 177, 178-181 (7*Cir. 1966) (cited in Noah, supra., n. 1). 

57 CFR 58956. 

''‘Id. 

" Forsham v. Califano, 442 F. Supp. 203 (D. D.C. I977)(this case appears to be the only instance in which the 
“imminent hazard” authority of the HFIS Secretary has invoked). 
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As with all of the aforementioned mechanisms for withdrawal, the Secretary’s “imminent 
hazard” authority is ultimately subject to judicial review. But, as with the aforementioned means 
of withdrawal discussed above, courts are enormously deferential to the Secretary’s conclusions 
in this context. As the court in Forsham made clear, to reverse the Secretary’s decision, the 
challenging party must demonstrate “a substantial likelihood that the decision was a clear error 
of judgment and that [the Secretary] failed to articulate any rational connection between the facts 
submitted to him and the choice he made.”'* The District Court will only reverse the decision if 
it finds that the decision in question was “arbitrary and capricious, an abuse of discretion, or 
otherwise not in accordance with the law.”’^ This is an enormously high burden for the 
challenging party to sustain. It is made more difficult by the court’s further holding that the 
challenging party will not prevail merely by demonstrating that there is a difference of opinion 
among “respectable scientific authority” on the question of whether the hazard can be properly 
characterized as “imminent.” Nor can the challenging party prevail by noting that the evidence 
relied upon by the Secretary “had [previously] been available for some length of time.”^' 

Turning to the present case, if the Secretary of Health and Human Services were convinced that 
mifepristone presented a serious risk to public health, he or she could invoke this rarely used 
provision to immediately suspend its approval. If Forsham is a reliable guide, it is likely that 
such a decision would receive maximal deference from the courts (provided the decision was 
rooted in persuasive evidentiary support). 

Conclusion 

The aim of this statement was to provide a descriptive overview of the legal apparatus available 
to the FDA (and the Secretary of HHS), in the event that they were to conclude that mifepristone 
presents a threat to public safety, or if the postmarket restrictions that were fundamental 
prerequisites to its initial approval (under Subpart H) are being flouted or do not serve their 
intended purpose. As I noted at the outset, I am not currently in a position to draw such 
conclusions about mifepristone. However, if I were advising the FDA on how it should proceed, 
I would urge the relevant officials to diligently pursue answers to the questions relating to the 
safety of mifepristone, as well as those relating to compliance with or efficacy of the postmarket 
restrictions imposed on Danco under Subpart H. Fidelity to its central mission, namely, to secure 
the public’s safety from dangerous drugs, requires nothing less. 


18 
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Mr. SouDER. I would like to start with a question for Dr. Wood 
and Dr. Rarick. In your testimony, you pretty aggressively said, 
both of you, that there was no evidence to support the hypothesis 
that Mifeprex interferes with the immune response. NIH re- 
searcher Esther Sternberg’s studies directly conflict with your as- 
sertion. Dr. Sternberg has conducted animal studies that dem- 
onstrate that RU-486 can suppress natural immune response. Dr. 
James McGregor of Los Angeles Women’s and Children’s Hospital 
has published work hypothesizing the pathway by which C. 
Sordellii causes multi-organ infection after suppressing the im- 
mune response. Ralph Miech of Brown University describes a 
mechanism whereby RU-486 suppresses the immune system and 
causes shock. 

Have either of you read in entirety any of these papers, not just 
a summary, but have read those papers, and are you aware of any 
research that calls into question Sternberg, McGregor, and Miech’s 
conclusion that Mifepristone may interfere with the immune re- 
sponse? You made a flat assertion. What about those studies? 

Ms. Wood. I will say, no, I have not read those studies in full. 
However, I spoke to Dr. Sternberg and discussed her findings and 
I would agree with you that there are certain — this is certainly a 
pathway that needs to be investigated. I think the issues and the 
use of the questions that arise about studies is that they are not 
questioning the studies themselves or even the outcomes of their 
studies, but they are, in fact, limited to particular species of rat 
and mouse and do not apply across even the different species of 
rats and mice. There is great variability in the level of the re- 
sponses to different things. 

This is an extraordinarily complex issue of how the immune sys- 
tem is regulated, either regulated up or regulated down by 
various 

Mr. SoUDER. So let me ask you 

Ms. Wood. This is complex, and I agree with you, there are 

Mr. SoUDER. Let me ask you this question. So I don’t misrepre- 
sent what you said, you said you have talked to Dr. Sternberg and 
you think that it is inconclusive, but in fact, in certain types of ani- 
mals, the study shows that it suppresses? 

Ms. Wood. In her animal studies, it shows what it shows 

Mr. SoUDER. And 

Ms. Wood [continuing]. But it is very preliminary 

Mr. SoUDER [continuing]. You are not familiar with McGregor or 
Miech’s studies? 

Ms. Wood. I have 

Mr. SouDER. Then how in the world under oath could you make 
an assertion like you did, under oath? 

Ms. Wood. I asserted that this is a very worthwhile and serious 
pathway to explore 

Mr. SouDER. You said there was no evidence. 

Ms. Wood [continuing]. But it does not look like 

Mr. SouDER. Under oath, you said there was no evidence. 

Ms. Wood. I did not say that. 

Mr. SouDER. OK. 

Ms. Wood. I said there is not compelling evidence. 

Mr. SoUDER. Dr. Rarick 
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Ms. Wood. I said there needs to be further research. 

Mr. SOUDER. Dr. Rarick, are you familiar with these studies? 
Have you read them through and 

Dr. Rarick. No, and I did not attend the meeting at the CDC. 
I similarly looked at some of the slides from the CDC presentation. 
I think the last part of your question was the most key word, which 
you said, don’t you a^ee that they may be — that there may be a 
mechanism. I don’t think we are disputing that there may be some 
mechanism of Mifepristone on glucocorticoid receptor issues and 
that the science in animals may have both sides of this story. Preg- 
nancy, as you well know, is a complicated hormonal milieu with all 
kinds of receptor activations and inactivations of the various hor- 
mones that are happening during a pregnancy and pregnancy. 

I think the last part of your question, which was “may,” do we 
know that Mifepristone is causing an immune reaction in women? 
No. Might they? Possibly. 

Mr. SouDER. Well, it is very important because I was subjected 
to opening statement after opening statement with the implication 
that we are inserting politics. You in your statement said — it is 
really interesting, because if you want to restore the faith of the 
American people, they have to feel that there is actually an honest 
debate going on, and there is an increasing feeling that certain peo- 
ple who get control of the establishment research want to jam their 
views down everybody else and not listen to alternative research. 
And the assertion was made that there is no contradiction. There 
is a debate going on. We need to make sure that debate goes 
through. 

Now, I was blown off in a question, quite frankly, to the Assist- 
ant Commissioner on the blood question. Dr. Harrison, my under- 
standing of what you — did you go through the different cases on 
those who were reported? You seem to imply that these were trans- 
fusion cases and fairly serious bleeding, whereas I got the impres- 
sion, oh, bleeding is common. This wasn’t extraordinary bleeding. 

Dr. Harrison. I have had a chance, an opportunity to review 850 
of the 950 cases, which we obtained by Freedom of Information Act. 
Of those 950 cases, I reviewed 68 women who were transfused. Of 
those 68 women who were transfused, we have 9 transfusion cases 
where the women received over four units of blood. We have 10 
cases where they received over three units of blood and 38 cases 
where two units of blood were transfused. And there were also 10 
cases where the adverse event report to the FDA did not document 
the number of cases transfused, and this is in settings where the 
clinical picture in the adverse event report was consistent with 
massive hemorrhage, which to me is unconscionable if you are ac- 
tively trying to give the description of how much bleeding is there, 
to not even have a hemoglobin concentration or not even have an 
amount of blood transfused. 

In addition to those that I reported in my paper, which is what 
I just quoted, there were an additional 12 in the adverse event 
cases from September 2004 to July 2005, and I would refer you to 
my spreadsheets that I gave you. And of those cases, the 12 that 
I mentioned were life-threatening hemorrhages. So of the life- 
threatening hemorrhages, it is basically 54 life-threatening hemor- 
rhages altogether as of July 2005. 
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When I use the CTCIE criteria for coding these, that is a criteria 
that is used by the — developed by the National Cancer Institute to 
grade adverse events and to determine how serious they are so that 
you can compare them. What I used was a criteria of a women with 
a documented hemoglobin of less than 7 — remember, the normal 
hemoglobin is 13 — and transfused at least two units. So these are 
women who have lost over half of their blood volume. 

I have in that time, from September 2000 to July 2005, 54 cases. 
Now, if you look at that compared to the number that the FDA re- 
ports, which is 119, that is almost half of the women who were 
transfused were in life-threatening situations. That is not the kind 
of bleeding that you normally expect from surgical abortion. It is 
also not the kind of bleeding that you normally expect from a spon- 
taneous abortion. In fact, it is more comparable to the kind of 
bleeding you see in major motor vehicle accidents. So this bleeding 
that is being said as normal and expected is a large amount of 
blood. 

Mr. SOUDER. Thank you, and one question for Mr. Snead. Is 
there a way that during additional research, and maybe Dr. Rarick 
or Dr. Wood would be able to answer, under normal research, that 
a drug cannot be taken — to me, taken off the market implies it is 
not coming back on, but could be suspended while additional re- 
search is done? 

Mr. Snead. Sure. I take up three mechanisms in my testimony, 
two of which are mechanisms that require notice and an oppor- 
tunity for a hearing before the actual approval is withdrawn. But 
the third option that I take up is actually an option that is exer- 
cisable only by the Secretary of Health and Human Services. It is 
a non-delegatable authority vested in the Secretary of Health and 
Human Services to declare a particular an imminent hazard. If he 
does so, the effect of that is to immediately suspend the approval 
of the drug and then the manufacturer then provided an expedited 
sort of post facto hearing to make their case for why it was im- 
providently declared an imminent hazard. 

Mr. SouDER. What about if — that still puts the burden on — be- 
cause this is obviously a very explosive political question because 
it is abortion. Whether I like it or not or whether anybody likes it 
or not, it is a legal process and we don’t have a right to stop it. 
I personally have my views on RU-486. Other members have their 
views on RU-486. The question is to say that it is being stopped 
and then the manufacturer has to make a case is different than 
saying additional research needs to be done, because that would 
imply that the government has determined that it is unsafe as op- 
posed to additional research needs to be done. 

Mr. Snead. That is right. In order to effect the imminent hazard 
privilege the Secretary enjoys, he would have to make a determina- 
tion that it does, in fact, present an imminent threat, which is a 
judgment about the safety of the drug itself There is a provision 
in the regulations for an administrative stay. The Secretary or the 
Commissioner has the authority to stay the effective date of any 
decision at any point in the process, which I think is more of what 
you are talking about, which is sort of — it is the equivalent in civil 
litigation to a temporary restraining order or a permanent injunc- 
tion which sort of holds in place — which freezes the status quo and 
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then tries to resolve whatever dispute or questions that there 
might be. 

Mr. SOUDER. Mr. Cummings. 

Mr. Cummings. Thank you very much, Mr. Chairman. 

Dr. Wood, I want to go back for a moment. I have always been 
one to — I don’t like to leave things hanging. It seems like you were 
trying to say something and I want to give you an opportunity. The 
chairman asked you some questions and implied that you said 
something that you said you didn’t say. I just wanted to give you 
the opportunity to clear that up if you would like. If you don’t want 
to, that is fine. 

Ms. Wood. I would just make the point that I actually agree 
with the chairman and also with Mr. Patterson about the need for 
answering all of these questions. Is the immune system involved or 
compromised? What is it that causes this bacteria to become so vir- 
ulent in women? What is it about pregnancy, either the ending of 
pregnancy either through termination or through childbirth, that 
has led to these deaths and these infections? 

So I actually would agree that more research is necessary and 
my statement in my written statement and I believe orally was 
that I just don’t — my reading of it at the point is that the evidence 
is not compelling to be conclusive that is the answer, but I cer- 
tainly would urge any and all research to address these questions. 

Mr. Cummings. Thank you very much. Let me just go on from 
there. Tell me. Dr. Wood, could you explain why some women 
would prefer Mifeprex over a surgical abortion? 

Ms. Wood. Mifeprex is available to women much earlier in the 
course of pregnancies and so the termination of the pregnancy can 
be done in a matter of days after the pregnancy is established, of 
implantation in the womb, and up to several weeks. This is much 
earlier than a regular surgical abortion, which is required to wait 
a few more weeks. So this provides an earlier option if the women 
is determined to end pregnancy. It is also one that can be more pri- 
vate and also avoid surgery, which certainly many people prefer in 
making a decision. 

I would also agree that access to all information about any 
known risks as they become known for any type of medical proce- 
dure needs to be available to women, and in the case of Mifeprex, 
because of the patient information that is required under the dis- 
tribution restrictions on Mifeprex, that, in fact, we can work to as- 
sure that all women do get up-to-date information on any risk of 
any medical abortion. 

Mr. Cummings. It seems that as I listen to Mr. Snead and I am 
listening to your testimony and others, it seems as if the key ques- 
tion is where is the line drawn with regard to taking a drug off the 
market and I am just trying to figure out, what is taken into ac- 
count when determining whether a drug should stay on the mar- 
ket, like this, for example? It seems that Mr. Snead has very elo- 
quently stated all the options that could happen if the line is 
crossed. The question, it seems to me, is where is the line and 
when is it crossed. 

Ms. Wood. That question is the type of question that FDA has 
to deal with every day looking at every product when they get in 
a report of adverse events or deaths. And it is not simply the report 
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of the deaths, but it is whether or not there are causal links, the 
magnitude of the response, how many people are affected in terms 
of the baseline use. There are many factors in trying to determine 
when a product should come off the market. It is not a simple ques- 
tion, but it is that balance of risks and benefits, and that is some- 
thing the scientists and clinicians at FDA do every day and I would 
just urge that they be allowed to continue what they are doing, 
which is investigating this, evaluating it, and making their deter- 
minations without intervention. 

Mr. Cummings. Now, have you ever been in a position, you or Dr. 
Rarick, where you are, say for example, any position and certain 
evidence was presented to you and you were the person who sug- 
gested that we, or had the power to suggest that FDA take another 
look at a drug to determine whether or not it stays on the market 
at all, either one of you? 

Dr. Rarick. I think I can speak to that, thank you. FDA does 
that kind of determination all the time. Every time you see a new 
labeling come out on a product, that means the FDA has relooked 
at the studies as well as the post-marketing events to assess it. 
Maybe there is a new safety issue that needs to be put on the label 
or not. When those discussions happen, there is always the option 
of considering withdrawal of the product if those risks outweigh 
benefits and that calculation is done often for all the products that 
are available. 

Mr. Cummings. I see my time is up, but just one last question. 
You heard Dr. Harrison. 

Dr. Rarick. Yes. 

Mr. Cummings. Is there anything that she said that would make 
you all say, well, you know, maybe — I am just trying to be fair 
here — make you all say, well, maybe this is something we need to 
take another look at? I am just curious. Have you heard something, 
anything here today that causes you any kind of radar to go up? 

Dr. Rarick. My perspective is what I have heard here today is 
extremely important, but it is all information that the FDA is well 
aware of. 

Mr. Cummings. OK. 

Dr. Rarick. The adverse event reporting that Dr. Harrison is 
quoting is from the FDA. 

Mr. Cummings. OK. 

Dr. Rarick. They are looking at this every day. They were in- 
volved in the CDC meeting last week. My impression from this dis- 
cussion is that, yes, FDA is on the case. It is looking into this. 
These are really important questions and they should take an ac- 
tion that is appropriate with the data. 

Mr. Cummings. Thank you very much. 

Mr. SouDER. I want to make sure in the record that we are clear. 
Dr. Wood stated, this is a question to be studied, and to the degree 
I said there was — you said there was no evidence, that was incor- 
rect. But you did say, if the immune system were suppressed, we 
would expect to see, and we didn’t. We would expect to have seen 
this, and we didn’t. Somewhere, we would expect to see this, and 
we didn’t. Thus far, this pattern has not emerged. Basically, what 
you said was there was no evidence, and what I asked you was 
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about three studies. Then you said those studies need to be studied 
further. 

And then on top of that, you had denied, in effect, what was the 
consensus of the CDC panel, that there was, in fact, evidence. Dr. 
Rarick said in her statement, to date, there is no evidence that has 
emerged to support the hypothesis, which did not refute either of 
the three studies or the fact that the scientific community at a re- 
cent panel of which neither of you were present concluded the op- 
posite conclusion. 

Now, more research needs to be done on it, I will grant that, and 
I think that has been clear today. But it was not a false assertion 
that I made about Dr. Rarick said specifically in her testimony, no 
evidence, and Dr. Wood basically didn’t cite any evidence. But I 
think we all agree more study needs to be done to see how common 
and how you disaggregate the two types of things. 

Mr. Cummings. Would the gentleman yield just for 1 second for 
a clarification? 

Mr. SOUDER. Yes. 

Mr. Cummings. Mr. Chairman, all I was trying to do when I 
asked the question is I don’t like for witnesses — I think when peo- 
ple are — these are professional people and I don’t want them to 
ever be in the position where they come before the committee and 
for whatever reason they don’t get a chance to explain something 
that puts into question what they have said, their credibility. I just 
think it is, as one human being to another, bad to do that. That 
is all. 

Mr. SoUDER. And I understand the gentleman’s concern, but you 
also know in a 5-minute rule that she had answered the question 
and she was then off to another. I didn’t mean to cutoff her ability 
to respond, and that is why I want to grant that you, in fact, said 
more study was needed and the direct “there was no evidence” 
quote was actually Dr. Rarick’s, not Dr. Wood’s, but Dr. Wood had 
a series of things that suggested it wasn’t. I want to make sure the 
record reflects accurately, as you did. 

Mrs. Schmidt. 

Mrs. Schmidt. Thank you, Mr. Chairman. I actually have ques- 
tions for Dr. Rarick, Dr. Harrison, and Mr. Patterson, if that is all 
right. 

Dr. Rarick, Dr. Wood stated that politics — she didn’t want to see 
politics triumphing science once again, and none of us want to see 
that. My concern is how this product came to market in 2000. Dr. 
Wood stated that controlled trials were performed in support of the 
RU-486 FDA application. Could you tell us what the control group 
was in those trials that made those trials controlled? More specifi- 
cally, was there a double-blind study, and if so, how did it result? 

Dr. Rarick. Certainly. In this area of pregnancy-related condi- 
tions, including contraception or birth control, oftentimes the FDA 
accepts clinical trial designs that are appropriate and use historical 
controls. So, for example, you can’t have women who come in and 
want to contracept and suggest that they should be blinded and 
randomized to placebo versus a contraceptive that you expect to 
work and expect that to be an ethical trial design. 

Similarly, in medical abortion, when a woman comes in with a 
request to terminate a pregnancy, you can’t suggest to her, well, we 
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think this pill will terminate your pregnancy based on all the 
science, but we want you to sign a consent form that states you will 
be randomized to a pill that we know has no effect — a sugar pill, 
a placebo pill — on your pregnancy and then let us know if you 
abort or not. That is just simply not a reasonable trial design. 

In this setting, you know if you don’t do anything, there is almost 
a 100 percent chance that they will continue to be pregnant, al- 
though there is a miscarriage rate, as you well know. But in an 
early intrauterine pregnancy termination, you can’t expect placebo 
to have any potential effect. So you go back to the sort of historical 
control concept, that if you didn’t give the woman anything, what 
would be the chances of her aborting versus giving her something. 

Mrs. Schmidt. Mr. Chairman, I have to comment on this because 
I am troubled by this statement. In 1995, my father was involved 
in a very critical car wreck and he almost died and they put him 
on a clinical trial regarding getting him off of oxygen, because the 
longer you stay on oxygen the harder it is to get off the oxygen. 
It was a double-blind study. We didn’t know whether they were 
giving him the opportunity to wean off quicker or not. The alter- 
native obviously is more of an opportunity to die. 

So the argument that a double-blind study can’t be used in this 
case but it can be used in a life or death case of a man in an ICU 
unit at University Hospital, that just doesn’t fly in my face and 
that is what makes me concerned with all of this, is that I believe 
politics was there in 2000. I think that while I was back home in 
another role in my life, I think that there was a rush to judgment 
to get this drug to market and what we are seeing now are some 
problems that are arising from it. 

My concern is we don’t have adequate knowledge one way or an- 
other whether RU-486 has a direct or an indirect cause for death. 
We do know that there is a relationship between the death and the 
taking of the drug. We don’t know whether it is direct or indirect. 
But we do know that there is a relationship. And my concern is 
that politics, once again, is playing out. 

But my next question is actually for Dr. Harrison. Your col- 
leagues say that if the theory were true that Mifeprex comprised 
the immune system, then we would see a higher rate of other kinds 
of infections. Your colleagues say this. What is your response to 
that? 

Dr. Harrison. Well, I think the focus of the CDC meeting and 
most of our discussion today has been on the infectious deaths, but 
there were actually at least 7 other life-threatening infections to 
date in the 850 severe adverse event reports that I reviewed, 1 of 
them being a 15-year-old who spent several weeks in the intensive 
care unit but lived. 

So there is an issue of critically looking at those infection-related 
complications and there is a secondary issue in even identifying 
those infection-related complications, because if Mifepristone sup- 
presses the immune system, the infection may not be pelvic, and 
if it is not pelvic, it may not be recognized as being related to the 
Mifepristone abortion and, therefore, never reported. So we have a 
number of women walking around potentially with a decreased im- 
mune system or decreased ability to fight off infection whose con- 
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nection with their Mifepristone abortion will not be known, and 
that is a big concern. 

Mrs. Schmidt. Thank you, and my final question is for you, Mr. 
Patterson. I am so glad that you are brave enough to bring this to 
our attention and I know that your daughter is smiling down on 
you. You are a very brave person. 

What do you have to say about the assertion that the benefits 
for RU-486 weigh the risks associated with it and what do you 
think should be done to protect other families from the same tragic 
fate that your family continues to experience? 

Mr. Patterson. I think if you were to ask Holly here today, had 
she lived, if the benefit outweighed the risk, I think she would dis- 
agree. I have spent many, many hours researching this drug and 
I can tell you that I feel very strongly about the link that this drug 
does impair the innate immune system and predisposes women to 
these — and can predispose these women to serious and lethal infec- 
tions. There has been a lot of discussion of that at the CDC, FDA, 
and NIH conference. 

I think the research is absolutely necessary. I think we have in- 
formation that has come out from very well renown and respected 
doctors. It is very compelling that we need to pursue this research 
to answer these questions. 

Had Holly been given all the information in the very beginning, 
you know, talking about the risk-benefit profile and weighing those 
options, I think that had she been given all the information she 
needed, she certainly would not have chosen an RU-486 abortion 
because Holly was not the kind of young lady that would risk her 
life for any reason whatsoever. Being the pinnacle of fitness and 
the type of healthy individual that she was, she would have chosen 
an alternate method and I can’t say enough that it is all about hav- 
ing all the information to make an informed choice that is in the 
best interest of that particular individual and the family that are 
making those decisions. 

Mr. SOUDER. Mr. Waxman. 

Mr. Waxman. Thank you, Mr. Chairman. 

I am trying to sort out these different positions and I guess the 
first thing we are talking about is an infection that has proved to 
be fatal in some cases and this infection is called C. Sordellii. The 
first question is, is this infection caused by this drug? People who 
didn’t use this drug have had this infection, is that accurate. Dr. 
Rarick? 

Dr. Rarick. Yes. 

Mr. Waxman. So it is not related exclusively to this drug. Now, 
we know that some people who used this drug had the infection. 
We don’t know whether it caused the infection, is that accurate? 

Dr. Rarick. Correct. 

Mr. Waxman. So we need to get an answer to that. If the theory 
is that the immune system is suppressed because of the RU-486, 
wouldn’t we have a lot of evidence more of other infections besides 
this one, because this is a fairly rare kind of infection, isn’t it? 

Dr. Rarick. It is a very rare infection and I think this situation 
is that it seems to be cropping up in pregnancy-related events, not 
just medical abortion, but deliveries, vaginal and Caesarian, and 
other conditions of post-pregnancy conditions. I think the FDA is 
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actively looking at whether they agree or not that Mifepristone has 
any component of making it a higher risk in women who are using 
it for medical abortion versus other kinds of miscarriages or preg- 
nancy termination. 

Mr. Waxman. Well, this is not an issue that Congressmen should 
decide. This is a very clear scientific issue. Evidence ought to be 
reviewed very carefully. The Food and Drug Administration, the 
Centers for Disease Control, the National Institutes of Health all 
met on this issue this last week, is that correct. Dr. Wood? 

Ms. Wood. Yes. 

Mr. Waxman. So they are looking at it. Dr. Harrison, do you 
have any information that the FDA does not have? 

Dr. Harrison. No. I have less information than the FDA does. 
My information on the adverse event reports were obtained by 
FOIA 

Mr. Waxman. From the FDA? 

Dr. Harrison [continuing]. From the FDA, and my information 
that I presented on the risk of C. Sordellii was directly from the 
notes that I took from the meeting in Atlanta on 

Mr. Waxman. Were you able to share 

Dr. Harrison [continuing]. Dr. Fischer and Dr. McGregor’s testi- 
mony, who both are from the CDC. 

Mr. Waxman. Were you able to share your views with people at 
the FDA and perhaps at that meeting last week? 

Dr. Harrison. I was not a participant and the panelists, the 
speakers and those who were in research, were segregated from the 
rest of the observers. I was in an observer spot and not allowed to 
talk with the speakers until after. 

Mr. Waxman. Are you able to submit your views to them in writ- 
ing? 

Dr. Harrison. Someone from the FDA has requested a reprint 
of my adverse event analysis that was printed in January and I 
think that was the last request that I had or contact with the FDA. 

Mr. Waxman. You are listed on our list of witnesses today as a 
member of the Mifeprex Subcommittee of the American Association 
of Prolife Obstetricians and Gynecologists. In January 2001, your 
organization issued a statement — this was several months after the 
FDA’s approval of Mifepristone. The statement said, “The Amer- 
ican Association of Prolife Obstetricians and Gynecologists opposes 
the destruction of an unborn human being at any stage of develop- 
ment. Therefore, we oppose pharmaceutical abortion with the same 
vigor that we oppose surgical abortion.” Would your organization 
hold the same position on Mifepristone no matter what the safety 
data said? 

Dr. Harrison. I did not write that statement, although I am a 
member of the American Association of Prolife Obstetricians and 
Gynecologists. We characterize ourselves as pro-woman and prolife 
and this is a women’s health issue. When it becomes clear that a 
method of abortion is 10 to 50 times more risky than its alter- 
native, then this takes it out of the realm of the abortion debate 
and puts it into the realm of the women’s health debate 

Mr. Waxman. No doubt about it, but your organization — excuse 
me, your organization 

Dr. Harrison. I would like to finish, please. 
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Mr. Waxman. No, no, let me, because I only have a very limited 
time. Your organization’s position is that you oppose destruction of 
an unborn human being at any stage of development, whether it 
is a pharmaceutical abortion or a surgical abortion. So if that is 
your organization’s position, it is really unrelated to how safe or 
unsafe this may be. I gather what you are saying is in addition to 
that, you feel it is unsafe, but your organization started off with 
the position that you don’t want any abortions under any cir- 
cumstances. Do you subscribe to that view? 

Dr. Harrison. I wouldn’t agree with the way you said it, no. 
What I would say is that in this particular 

Mr. SOUDER. Dr. Harrison. 

Dr. Harrison. Yes, sir? 

Mr. SoUDER. You do not have to state your position on abortion 
or I am going to ask all the witnesses their position on abortion. 

Mr. Waxman. Well, Mr. Chairman 

Mr. SouDER. The question is what the 

Mr. Waxman. Mr. Chairman 

Mr. SoUDER [continuing]. Issue at hand is, not what her personal 
position on abortion is. 

Mr. Waxman. Mr. Chairman, she is here representing an organi- 
zation and that organization has taken a position against abortion 
under any circumstances. And they took that position when RU- 
486 was approved without any of these other complications or pos- 
sible causations or connections ever came about. And so my ques- 
tion of her is since they took that position, no matter what the safe- 
ty data said, how I should view that as a representative from that 
organization. Did you agree with the organization’s position even if 
the safety data didn’t convince you further that this is a possible 
problem with this drug? 

Dr. Harrison. If the issue were whether or not there is a human 
being being destroyed during the RU-486 abortion process, that is 
a separate and completely different issue than the issue this com- 
mittee is authorized and mandated to look at, which is oversight 
of the FDA process by which this drug was approved, and are they 
doing their job to take an unsafe drug off the market. 

Mr. Waxman. Well, I appreciate that. I appreciate that, and our 
job is to make sure that the FDA is doing its job. But FDA is a 
scientifically based organization. They have to follow the science. It 
may lead to a conclusion one way or it may lead to a conclusion 
another way, but I want them to follow the science, not some pre- 
conceived notion, and I think that is the important point that I 
would make. 

I see my time is up and I will conclude on that note. 

Dr. Harrison. May I respond to that? 

Mr. Waxman. Well, no, because we are not going to argue that 
issue. The position, it seems to me, is there may be a problem that 
is related to this drug. There may be a problem that has no rela- 
tionship to this drug. Let us get the truth. Let us get to the sci- 
entific evidence and let the scientists decide it, not politicians, no 
matter what our views may be on the abortion question, because 
this is strictly, to me, a scientific question. 

Thank you, Mr. Chairman. 
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Mr. SouDER. Mr. Waxman and I fence a lot in the media, even 
though we have tremendous personal respect for each other and get 
along real well, and it is awkward when we have deeply held views 
of he believes that I and others are trying to impose our political 
views and I and others believe the political views have been im- 
posed on the system already. 

But what I really find disconcerting, and I understand where you 
were headed here, because there are two issues. We can’t undo 
whatever abortion rights are in America. This is a question about 
this drug. But you cannot possibly hold the position that prolife 
people who oppose abortion can’t participate in a debate 

Mr. Waxman. And I wouldn’t take that position. 

Mr. SouDER. Then what 

Mr. Waxman. I certainly wouldn’t take that position. 

Mr. SouDER. What is the relevance of her position on RU-486, 
because if you are asking her, can she be neutral on the research, 
that is the question, not what her position is. 

Mr. Waxman. My question related to the fact that if she is rep- 
resenting an organization that took the position, we don’t care 
about safety data, we are just against the drug accomplishing the 
purpose for which it is intended, which was to terminate a preg- 
nancy, if that is your position — let us put it the other way. If you 
had somebody who said, I want to terminate all pregnancies 
whether anybody wants to do it, which is not my position, by the 
way. I don’t want to see abortions, but I don’t want the decision 
made by you or Mr. Cummings or myself. It ought to be made by 
the individual with the consultation with a physician and an 
ethicist and others. It is a personal decision, not one to be decided 
in Washington. 

But if somebody takes the position that they are from an organi- 
zation that is against RU-486 under any circumstances, even if it 
were safe, then you sort of wonder, well, if they come in and say, 
well, we don’t want this drug because it is unsafe, I think their 
views ought to be submitted to the FDA and they ought to evaluate 
them. 

Mr. SoUDER. I don’t think that is a — I think that, in effect, that 
is why so many conservatives have a deep distrust of our current 
research structure when we hear that it is nonpolitical, because, in 
fact, what you just outlined was something — a position that some- 
body who deeply believes that all babies are human cannot detach 
that view or should be somehow demeaned if they belong to any 
organization that is pro-life as if we are under extra scrutiny as a 
doctor, as a researcher, as a politician, that somehow, then, we are 
not allowed to have a scientific discussion without wondering 
whether our motives are impure. 

Mr. Waxman. Well, she is not here as a well-known doctor, as 
I understand it. She is listed as here representing that organiza- 
tion. Now, if she happened to be somebody from NIH or a re- 
searcher very well known in the field and she is here for her exper- 
tise alone, that is one thing. But she is here representing an orga- 
nization. 

Mr. SoUDER. It is really interesting, because she gave very com- 
pelling testimony, very detailed testimony on the individual cases, 
more than we got by far on blood transfusion actually from FDA, 



357 


and that rather than debate about her testimony, you choose to at- 
tack the witness. 

Mr. Waxman. No, I am not attacking her, but Mr. Patterson’s 
daughter didn’t die from hemorrhaging. She died from this particu- 
lar infection and this infection is a very dangerous infection and we 
need to know if it is connected to this drug. If it is, even though 
I am pro-choice, I would be the first, along with you, to say it ought 
to be taken off the market, or it ought to be labeled as such. But 
if it is not a safety threat, then I don’t think it ought to be accused 
of being a problem just because it shouldn’t have been approved in 
the first place by the people who want to take it off the market. 

Mr. SOUDER. Furthermore, she is a published author in research 
documents. I 

Mrs. Schmidt. Mr. Chairman, I think in fairness, I want to know 
where everybody stands on the issue of abortion 

Mr. SoUDER. I don’t think 

Mr. Waxman. Do you want to start off with yourself? 

Mrs. Schmidt. Sure. I would be more than happy to. 

Mr. SoUDER. Reclaiming, I think the line of questioning was in- 
appropriate. I made my statement. Mr. Waxman is the senior rank- 
ing member of the full committee. He is free to do that. I think the 
public can judge whether that was a fair approach, but it certainly 
will reinforce people across the country who are watching, a feeling 
that there is a discrimination against people who are pro-life from 
being able to participate in research, and that is some of why there 
is so much questioning about this whole science debate. 

Mr. Waxman. Would you yield to me just for me to make one 
comment? I appreciate your views. I don’t agree with you. But the 
only comment I would make is that the Government Accountability 
Office did an evaluation of FDA’s action on the Plan B contracep- 
tive drug, and even though the scientific committee appointed to 
review it said it should be approved, even though the researchers 
at NIH said it should be approved, it appeared that a political judg- 
ment was made because of the Bush administration that it 
shouldn’t be approved and its approval is now in limbo. Many of 
us look at that as clear politics when the science points in a dif- 
ferent direction. 

I want to know what the science says about this issue. You say 
it is compelling. It is not compelling if scientists are still evaluating 
the matter. I want them to see whether it is compelling, whether 
there is a clear case made, and I don’t want politics interfering 
with science. 

Mr. SoUDER. You can keep repeating that, but the funny thing 
is, I have been a staffer here, I have been a member here. We all 
know who requested the GAO study, who has picked on the GAO 
study, which is heavily steered. GAO will do a study on either side 
depending on who basically pushes it and what mixes are. We have 
gone into this. 

Mr. Waxman. Well, now you are attacking the GAO’s credibility 
just because it came up with a study that you disagreed with. 

Mr. SoUDER. No, I am questioning 

Mr. Waxman. That is more of an attack than I ever did with Dr. 
Harrison. 

Mr. SouDER. As the GAO 
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Mr. Waxman. And I didn’t mean — I attacked the research 

Mr. SouDER. As I have said, when you get into controversial po- 
litical subjects, the GAO, how you phrase the question, who does 
it, in any honest — forget here for a second that the TV is on — you 
know full well that we have problems in the GAO as far as what 
kind of study you get back, and to act like it is a pure scientific 
study out of the GAO — they do good research, they research it, but 
they are going to have a bias based on who is put on a given study 
and who is requesting the different study. And if I request it with 
Republicans, you are going to get a slightly different study back 
than you do. 

There are subjects where they aren’t that kind of laden with the 
political overlay on this and the GAO will be very forthright. You 
can go through the researchers they contracted. You can look at the 
footnotes. You can look at the previously published records of it. I 
am saying the GAO is transparent on it, but when you go through 
the evaluation, you will see who they hired as a contractor will de- 
termine what research they get back. 

Mr. Waxman. We have another Member who wants to ask 
questions 

Mr. SouDER. Yes, I 

Mr. Waxman [continuing]. But I just want to defend GAO. Re- 
questing a study by GAO doesn’t mean that they have to come out 
with your preferred conclusion. I think they have a lot more integ- 
rity and honesty than you are suggesting. They can decide who 
they are going to do the investigation. I think they are a reputable 
source of information. Sometimes they come up with conclusions I 
like, sometimes not, but they come up with the facts and then we 
can draw the conclusions. I want the science reviewed and then we 
can let the appropriate policymakers reach the conclusion, but 

Mr. SouDER. Ms. Watson 

Mr. Waxman [continuing]. Ms. Watson has been very nice here. 

Ms. Watson. I came in late and I am sorry about that. I would 
like to know what we are investigating and looking at in this par- 
ticular meeting. Now, reading from the information that was given 
to us, it says “RU-486: Demonstrating a Low Standard for Wom- 
en’s Health?” May I ask, I would maybe ask Dr. Rarick or Dr. Har- 
rison, the question. Let me start with Dr. Rarick. 

Are we talking about a low standard for women’s health, and if 
so, what is that? And are you agreeing that we have seen more 
women die after using this drug than women who die after having 
abortions? I just want to focus this discussion. I think we have got- 
ten off the track. So can you respond to that, because we are look- 
ing at a low standard for women’s health. At least, that is what I 
thought this meeting was about and not our beliefs and what sides 
we are taking. So can you answer that question, the low standard 
question? 

Dr. Rarick. Certainly. I will start with that. Mifepristone in its 
review at the FDA was held to the highest standards, similar to 
any drug product that is reviewed in the Center for Drugs. It was 
reviewed in a rigorous way. It took over 4 years from its submis- 
sion to its approval. It was appropriately labeled. It was held to the 
highest standards for women’s or men’s health at the FDA and I 
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believe they are still treating it that way. They are looking at the 
issues that you are asking about. 

Are there more deaths reported with Mifepristone than with sur- 
gical abortion? Some would say that there is tenfold more deaths. 
I think we just heard that reported. But again, we have to think 
about how they are looking at this data. Is there a way to get more 
accurate data on surgical abortions, etc.? Is there a way to under- 
stand the Mifepristone-associated deaths so that they can be pre- 
vented? The issue is risk and benefit. They are looking at that very 
seriously and I think it is being held to the appropriate and high 
standards. 

Ms. Watson. As the department of government that looks at 
drugs and their usage and results, what would be the next step if 
you then conclude that there appears to be a higher number of 
deaths associated with the approval and the use of this particular 
drug? What is the next step? 

Dr. Rarick. Well, the next steps would be to look into those 
types of deaths in all pregnancy-related events to try to understand 
those better, make providers aware of those infections and that po- 
tential, understand how to prevent it, understand how to treat it, 
do women the service of understanding pregnancy-related deaths in 
the broader sense, not just related to Mifepristone. Many more 
women die from childbirth than die from using Mifepristone for 
medical abortion. Putting money into those questions, surveillance 
into maternal mortality, appropriate money to explore maternal 
mortality in its broadest sense, those would be the next steps. 

Should the FDA look at all this information? Absolutely. As was 
said before, they have all the information and more than Dr. Har- 
rison has referred to. They are looking at it very seriously. If they 
believe that — they come to the conclusion that the risks do not out- 
weigh the benefits, they will take appropriate action. 

Ms. Watson. OK. And do you feel that we are demonstrating a 
lower standard for women’s health? 

Dr. Rarick. Not at all. 

Ms. Watson. All right. I would hope that this committee would 
provide the oversight as FDA moves along and we would then look 
at the empirical evidence that would emanate from your studies to 
address this question. If we are demonstrating a lower standard, 
then provide the scientific evidence. I would beg that we don’t dis- 
cuss the “A” word in terms of looking at this particular drug. It 
gets us off track, as it did just about a minute ago. What I want 
to be presented with as a decisionmaker is what evidence we might 
have that we have approved a drug that lowers the standards for 
women. Thank you. 

Mr. Waxman. Will the gentlelady yield to me? 

Ms. Watson. Yes, I will, certainly. 

Mr. Waxman. I wasn’t even aware of it until you just pointed it 
out. The chairman said it depends on how you ask the question, 
but the hearing is titled for today, “RU-486: Demonstrating a Low 
Standard for Women’s Health?” so that is the way we are asking 
the question. I think we need to see whether there is a — and you 
answered that question and I was pleased with your answer, but 
I think the question should be, is there a connection between Mr. 
Patterson’s daughter and the five people that have died from this 
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particular infection and the use of RU-486? That seems to me the 
key to it, because if there is a connection with the use of this drug 
and getting something as deadly as this infection, that is a serious 
matter. So we need to explore it, but evidently it is not so clear 
when we find people have had the infection who didn’t have the 
drug. So I agree with you. Let us get the science. Let us get the 
facts. 

Mr. SouDER. Dr. Rarick, I was a little confused by your response. 
You said that if, in fact, there were deaths, you would work for or 
believe there should be further notification to doctors. I inserted 
this earlier, but Palladone, Purdue Pharma agreed to voluntarily 
suspend, and they said, to date, FDA is not aware of any patients 
who had life-threatening side effects from drinking alcohol while 
taking Palladone, but they took it off the market. 

Tysabri Biogen voluntarily suspended marketing of the drug as 
well as its use in clinical trials until more detailed information 
could be gathered on one death and one other adverse effect. 

In NeutroSpec, Palatin Technologies voluntarily suspended sales 
and marketing of NeutroSpec. No determination was made regard- 
ing the relationship between that and reported adverse effects. 

In Cylert, Abbott chose to stop sales and marketing based on 13 
reports of liver failure, but they did not grant — and RU-486 had 
10 to 14 times more than surgical abortion, even though in this 
case liver failure was 10 to 25 greater in the general population. 

Bextra, Pfizer voluntarily withdrew Bextra from the market even 
though it concluded that the overall risk versus benefit was unfa- 
vorable. 

In Baycol, they withdrew after reports of 31 deaths. In Roplin, 
it was 5 deaths. 

In Lontronex, it was a total of 70 cases of adverse effects of 
which 34 required hospitalization without surgery and it was 
pulled off. 

In Orlaam, it was discontinued after a report of severe cardiac- 
related events among opiate-addicted patients. They pulled it off 
the market, not just warnings. 

So is your position that FDA should treat this drug unlike other 
drugs, because when there are adverse effects with deaths and so 
on, at the very least, you think it would be suspended. That has 
been the whole pattern. The problem here is you have a drug com- 
pany that only has one drug. It is in the Cayman Islands. There 
is no incentive to do what all these other companies did which 
went off the market. And so what is the responsibility of the Fed- 
eral Government when the private sector won’t act responsibly like 
the others. 

Now, I happen to believe, even though I don’t want RU-486 on 
the market, that there may be some debate here as to whether it 
is the primary, and that is why I was asking questions of can it 
be suspended while we find that out. But I see no pattern of FDA 
that we leave something on the market while we are doing that 
study, because it is clear that it was toxic in a disproportionate 
amount if you are using RU-486, that the blood transfusions were 
certainly disproportionate, and under any standard of the past, you 
would at least suspend, hence the question of the hearing. 
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Dr. Rarick. I would simply disagree with you. You can list all 
the ones that have been suspended, but you have to think of the 
thousands of drugs that are on the market that have post-market- 
ing reports of deaths. The easiest example is Viagra, where we had 
at least several hundred deaths during its first year of prescription, 
the same company, Pfizer, that you mentioned there for Bextra. 
There are all kinds of examples of post-marketing death adverse 
event reports and other serious adverse event reports where the 
majority are certainly not suspended from marketing. 

Mr. SouDER. Even if it was directly related to that product, the 
FDA does — then what standard would you have FDA intervene? 

Dr. Rarick. The standard that they use, which is a risk-benefit 
analysis for each particular case. 

Mr. SouDER. Mr. Snead, what is your response to that? 

Mr. Snead. I think, essentially, that is exactly right, namely that 
you need a risk-benefit analysis that is undertaken to determine 
whether or not a drug is initially approved. But I would like to add 
something that I think would be informative to the Members. What 
we are talking about here as a legal matter is a drug that has been 
approved under Subpart H, and what that means is that creates 
an inference that the FDA in approving Mifepristone had a con- 
cern, safety concern, that required additional safeguards beyond 
the normal safeguards that attend a normal risk-benefit analysis. 

In the passage that I read before from the FDA’s final rule, they 
said the risk-benefit analysis that yields the conclusion that this 
should be approved assumes that these post-marketing require- 
ments will. A) be effective, and B) be observed. So there has been 
much discussion about the safety piece of that particular question. 
But what seems to be getting lost among the discussion is there is 
a second question, a second grounds under Subpart H, which is a 
factual question about the compliance with the post-marketing re- 
strictions by Danco Corp. 

So I would just draw the committee’s attention back to the fact 
that, of course, safety is a principal concern as laid out in the with- 
drawal approvals of Subpart H as well as with the other with- 
drawal approvals that I take up in my written testimony, but the 
question of compliance is equally important of a question, because 
without meaningful compliance by Danco, the risk-benefit analysis 
is not what the FDA intended it to be. The risk-benefit analysis de- 
pends on the assumption that there is compliance, and if there is 
no compliance, then the risk-benefit analysis is substantially dif- 
ferent. 

Mr. Waxman. Mr. Chairman, could you yield to me? 

Mr. SouDER. Yes. 

Mr. Waxman. Do you have evidence of noncompliance? 

Mr. SoUDER. I have no evidence of any kind. I am just simply 
describing to you what the considerations are. 

Mr. Waxman. So you are saying if there hadn’t been compliance 
with the limitations 

Mr. SouDER [continuing]. I am making a conditional statement. 
If the FDA were to determine that there was no compliance, then 
they would have additional grounds to withdraw approval under 
Subpart H. 
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Mr. Waxman. But I hadn’t heard anybody assert that there 
hadn’t been compliance of the approval itself under the Subpart H. 
Of course, this is unusual, because most drugs are just approved 
and once they are approved, they can be used for any purpose. This 
one was approved for limited purposes under limited circumstances 
so that there would be extra care taken. I guess I should ask that 
question of Dr. Rarick. Am I correct in that? It wasn’t 

Dr. Rarick. Correct 

Mr. Waxman [continuing]. Approved like most other drugs, go 
ahead and use it 

Dr. Rarick. There was a determination that it shouldn’t be re- 
leased through pharmacies, that it had to be provided by specific 
types of prescribers. 

Mr. SouDER. And I should say for the record that we did invite 
Danco so we could address that question and they withdraw 2 days 
before the hearing and we didn’t have a chance to get somebody 
else to directly address the question, but it is a fair question. 

Mr. Waxman. It is not a fair question unless you know there has 
been some non-compliance. 

Mr. SouDER. No, your question is a fair question, because we 
don’t know for sure about compliance. I tried to address that with 
FDA. I don’t think, personally, that what was tested has been fol- 
lowed through the way it was tested, but the Assistant Commis- 
sioner explained why she thought that was still allowable, but we 
don’t have Danco here and we don’t have a substitute for Danco to 
follow through that question, but it is a question we need to follow- 
up in our written questions and we said at the beginning that I 
was going to do that with Danco. 

Dr. Harrison, could you talk about the proportionate use effect, 
too? Viagra is used over and over. RU-486 would not be. And any 
comments you had on Dr. Rarick saying, look, there are other 
drugs we allow on the market, because that is a fair point. If there 
are lots of drugs on the market that have adverse effects, why 
should this be treated differently than those? 

Dr. Harrison. The issue is not the absolute number of adverse 
events. The issue is, as is stated in the FDA letter to this commit- 
tee, the evidence whether or not RU-486 was causally related to 
the adverse events, the timing of the event — remember that these 
RU-486 septic deaths happened within 7 days. There is no issue 
of confounding factors here. These women were healthy. They 
didn’t have other medical conditions that could explain why they 
would suddenly get an extremely rare bacterial infection that 
doesn’t usually kill normally immuno-competent people. How se- 
vere these events are — the death is the ultimate severe adverse 
event. 

And I would have to add that transfusions are also a significant 
severe adverse event, and to minimize the significance of having a 
blood transfusion is to underestimate the care that goes into clini- 
cally judging whether or not this person needs a transfusion. 
Transfusions aren’t done lightly. They are done when there is a sig- 
nificant risk to the person’s life. 

Can the adverse events be predicted or avoided? The CDC meet- 
ing was absolutely clear that at this point in time, there is no way 
to predict who is going to get — who is going to die from C. Sordellii. 
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Because we can’t predict who and we can’t identify risk factors, we 
also can’t avoid C. Sordellii in Mifepristone abortions. There has 
been a consistent spontaneous — a consistent rate, excuse me, of 
about 1 death for every 100,000 Mifepristone uses. So if that con- 
tinues unabated while we debate these questions of how much re- 
search and who gets the grant money and all that stuff, that 
means that for every 1,000 uses of Mifepristone, one more Amer- 
ican woman is going to die, and I think that is something that has 
to be put into perspective. These are human beings that are being 
subjected to a completely unnecessary risk. 

Surgical abortion is available and legal and safer, and how safe 
is the alternative treatment, and that is the other issue. Surgical 
abortion is available. It is legal. And to say that Mifepristone is 
being used in cases where surgical abortion isn’t available, think 
about what would have happened to these transfusion deaths if 
there hadn’t been surgical abortion available. Any place that has 
the capability to — excuse me. Any place that doesn’t have the capa- 
bility to have an abortion clinic also doesn’t have the capability to 
do transfusion. We are talking pretty sophisticated medical facili- 
ties. So the person you absolutely do not want to use Mifepristone 
is the one who has no access to surgical facilities to complete this 
under an emergency circumstance, so I think that is kind of a spu- 
rious argument. 

So that would be my response. Thanks. 

Mr. Cummings. Mr. Chairman, may I please 

Mr. SOUDER. Yes. 

Mr. Cummings. Thank you. 

Mr. SoUDER. Mr. Cummings. 

Mr. Cummings. I have sat here and I have listened to all of this 
and I was sitting here saying to myself, I am so glad that there 
are women making these arguments. I would hate to see a group 
of men. They would probably say that we were not as sensitive as 
we need to be, and I say that to say this, that I think we are all 
concerned about women’s health. As a matter of fact, I know that 
we are. 

I don’t think that in this country we are talking about low stand- 
ards. Let us not kid ourselves. This is the United States of Amer- 
ica. There is no way that I think any member of this panel would 
in any way accept a low standard or even a mediocre standard. The 
witnesses, I know you feel the same way. We may differ on your 
opinions and what have you. 

The key is, Mr. Patterson, is we want to make sure that we do 
everything in our power, as I know you want us to do, to make sure 
this does not happen to anyone else. That is what this is all about. 

And I would hope and I would think that you. Dr. Rarick, when 
I asked you the question a little earlier, because I really wanted 
to get a sense of exactly — obviously, there is a procedure that you 
have there at FDA, and obviously, and you can tell me if I am 
wrong, you try to keep the politics out of it because you are talking 
about people living and dying, I guess. I trust that you do. 

But you have heard the testimony of Dr. Harrison and I would 
assume that you would be, as we all are, as sensitive to women’s 
health. Is there anything that you have heard that you would ques- 
tion whether you all have a low standard? I know that may be a 
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sort of self-serving question and I am not trying to do that, but I 
am trying to get to the bottom of this, because sometimes we can 
get so caught up in our politics that we forget where we are trying 
to get to and we get sort of off-track. The key is that we want to 
make sure, all of us, that FDA has a standard which will protect 
every woman with regard to her health choices. 

So that leads me to this. Somebody said a few minutes ago, I 
think it was you, Mr. Patterson — it was you — when you were talk- 
ing about your daughter, you said if there was information, if she 
had access to all the information, she probably would not have 
made that choice. 

Now, I am asking you, based upon all that you know. Dr. Rarick, 
is there anything that you could have or the FDA could have put 
on the label or put on the little description of the drug’s side ef- 
fects, whatever, that should have been there, just based on what 
you know to this date? I am not talking about — I know there is still 
research to be done and all that kind of stuff — that should have 
been on there? 

Dr. Rarick. Well, I would stand behind the FDA’s labeling at 
each point when they revised their labeling, and if you look at the 
current labeling, it does describe that there has been some unusual 
and severe bacterial infections and deaths. It describes some of the 
way the regimen was given in those cases. It provides that infor- 
mation. 

I agree with you that the FDA has to look at this very seriously 
and always decide, do the benefits remain to outweigh the risks? 

If you ask me about high standards, I would say the FDA holds 
this to a very high standard. I believe if you are looking for low 
standards in women’s health, it would be that we don’t have very 
much information about maternal mortality in general, not just 
post-abortal or post-medical abortion mortality, but just infections 
and pregnancy outcomes, any events in general. 

But in terms of Mifepristone being held to a particularly low 
standard, absolutely not. It is held to the highest standards. I 
think the FDA is considered the most rigorous regulatory body in 
the world and it, of course, meets those needs. 

I agree with you that these things are incredibly serious. Nobody 
is trying to minimalize any of these events. I believe the FDA is 
looking at this from their scientific viewpoint. They at the meeting 
last week I think were quoted as saying they initially saw this as 
probably a simple drug-based association and they realized when 
they looked into it that simply wasn’t true, that it was much more 
complicated than just Mifepristone and infection and they are look- 
ing at it. 

Mr. Cummings. Now, you said the labeling has changed. I am 
going to get back to you, Mr. Patterson, in 1 second. I see you shak- 
ing your head. But you said the labeling has changed, is that right? 

Dr. Rarick. Yes. The labeling has been updated, I think at least 
three times since its original approval. 

Mr. Cummings. And I take it that when Mr. Patterson’s daugh- 
ter took the — there have been changes since Mr. Patterson’s daugh- 
ter used this medication? 

Dr. Rarick. Yes. 
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Mr. Cummings. Maybe one of you all could tell us, were those the 
changes that you just authorized? You said something. I am just 
trying to figure out, have we made much progress with regard to 
going back to what you said, Mr. Patterson, putting it out there, 
as much information as possible that we feel comfortable is accu- 
rate? 

Mr. Patterson. Well, first of all, I would like to say again that 
if Holly had all the information to make an informed choice, she 
wouldn’t have chosen Mifepristone or an RU-486 medical abortion. 

There is evidence that a death did occur in Canada with an infec- 
tion and she, in fact, did die from C. Sordellii, and that was what 
I uncovered in my medical research that was not very well known 
or very well published. As a matter of fact, the author of the paper 
of the woman who died in Canada was Dr. Christian Sinave. It just 
so happens that at the time, my wife and I, when we called Dr. 
Sinave, we were the very first person or concerned people to call 
about that particular infection as it is associated with RU-486. He 
said in his own words that he had been discouraged to write the 
paper and that we were like the only ones that had ever showed 
any interest, and since then, there has been a considerable interest 
over this infection and its relationship with the drug. 

To say that this drug, there is no causal relationship, I think is 
ridiculous. My daughter took the drug and she died. I mean, it is 
that simple. So the medical community was aware of it. Danco was 
aware of it. The Population Council was aware of it and there were 
studies showing that there were infections as a result of medical 
abortion. However, Holly was not indicated in the label and Holly 
was not given that information. 

Since my daughter died, I have been to Washington. I have dis- 
cussed my concerns with the FDA over these safety and health con- 
cerns. There have been — consequently, there have been four more 
women died after Holly and some very shortly, within months, 
after Holly. As a matter of fact, with the reporting, it took one of 
the deaths right after Holly, it took almost a year and a half to get 
reported. That is why today I have discussed there needs to be 
some very accurate mechanisms to be able to evaluate from the 
FDA’s level what is really going on out there. I am very concerned 
that women are dying and these events are not getting reported so 
that the FDA can actually do their job. 

Mr. Cummings. All right. So there have been — and thank you 
very much. Just a last question. There have been some updates 
with regard to the warnings, is that right? 

Dr. Rarick. Correct. 

Mr. Cummings. I think in November 2004, the black box warning 
was revised and strengthened to add new information on the risk 
of serious bacterial infections, sepsis, bleeding, and death that may 
occur following any termination of pregnancy, including Mifeprex. 
In July 2005, apparently the FDA approved a labeling supplement 
to again strengthen the black box warning on the product, but not- 
ing that atypical presentations of serious infection can occur with- 
out fever, bacteria, or significant findings on pelvic exam, etc. Is 
that accurate? 

Dr. Rarick. My review of the label, I believe would agree with 
that. I have the label here if you want to see the whole label. 
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Mr. Cummings. No problem. I just wanted to make sure that it 
is being updated. 

Mr. SOUDER. Anything else, Mr. Waxman? 

Mr. Waxman. This issue of death associated with a drug, when 
FDA approves drugs, they look at the safety and they look at the 
efficacy, whether the drug accomplishes what it is intended to ac- 
complish. Aren’t there risks associated with a lot of drugs. Dr. 
Rarick? 

Dr. Rarick. Oh, every drug has risks associated with it, yes. 

Mr. Waxman. Viagra could cause death. Penicillin could cause 
death. They are on the market. But I assume they are on the mar- 
ket because there is a risk-benefit analysis that even though there 
may be a rare case of death, it is not so out of control that it dimin- 
ishes the fact that there is a benefit from those drugs. Is that what 
we mean by a risk-benefit analysis? 

Dr. Rarick. Correct, that you look at those risks, those death re- 
ports and rates in contrast to the benefits. 

Mr. Waxman. There is a question in my mind about deaths or 
harm associated with a drug as opposed to death or harm caused 
by the drug. Can you clarify what that means in terms of FDA reg- 
ulation? 

Dr. Rarick. It sounds like a legal term, but I will try. When you 
think of cause and causation, you think, you know, if I tell my kid, 
don’t touch the hot stove, you are going to get burned, and he 
touches the hot stove and gets burned, to me, that is cause and ef- 
fect. When you look at drugs and the risks associated with them, 
it is very rare that you can actually say X drug causes Y, because, 
as you know, many, many people take the drugs that don’t get that 
effect. The majority of people who take a particular drug won’t 
have the side effects that are described in the label, but there are 
going to be side effects in many people, and there, you would call 
9iat a side effect that is associated with the use of that product. 

Mr. Waxman. Well, Mr. Patterson has pointed out, I think appro- 
priately, that he wished his daughter would have known that there 
was this potential side effect. Now, FDA has issued public health 
advisories in connection with safety concerns related to 
Mifepristone in 2004, 2005, and most recently, in March 2006. The 
FDA has consistently highlighted the fact that the cases of severe 
infection occurred with regimens of Mifepristone and Misoprostol 
that were not in approved labeling, although the relationship of the 
infections to such use remains unknown. What does that mean? 
Could you tell us more about this, if you know? 

Dr. Rarick. That means even though the products are being used 
outside of their labeled instructions, the FDA wants to make sure 
that providers and patients are aware that it has been associated 
with these infections. Whether it would be associated with those in- 
fections if it had been used as per label, they are not stating. They 
are simply saying — they could just say, well, that wasn’t used by 
the label. We don’t even need to put it on the label. But instead, 
they are saying, no, we need to make sure providers and patients 
are aware that in certain circumstances, we have had these re- 
ports. They are not suggesting that it is absolutely that cir- 
cumstance that caused the increased risk, but they want to make 
sure that information is available. 
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Mr. Waxman. Well, I thank you for that clarification and I will 
conclude by saying I just hope the FDA will continue to reevaluate 
all the evidence, advise people of information that is pertinent, and 
if they see there is a real threat to this drug, or any other drug, 
they need to take actions, including taking the drug off the market. 
But I don’t think they ought to act until they look at the science 
and reach some conclusions on this drug or any other drug. 

Thank you, Mr. Chairman. 

Mr. SOUDER. Thank you. Rather than ask Dr. Harrison the ques- 
tion again, I think we will insert in the record your earlier re- 
sponse on the causal link, that there were multiple things, includ- 
ing alternatives such as surgical abortions and so on, because you 
gave a complex answer to that question early on. Did you have 
anything you want to add? 

Dr. Harrison. No, that is fine. 

Mr. SouDER. Ms. Watson. 

Ms. Watson. I just hope that we can have, Mr. Chairman, a fol- 
lowup hearing as FDA proceeds along its track to assess the risks 
of this drug, that we will do the oversight that we are responsible 
for here in Congress, and I would hope that we would base our de- 
bate on the results of your studies so that we can come from a sci- 
entific base as we discuss this. 

So I want to thank the chair for this hearing. I think it has 
opened up a debate on the efficacy of this drug that has been ap- 
proved and we need to see what the effects actually are. So thank 
you so much for the hearing and thanks to the panel. 

Mr. SoUDER. Thank you, and I want to thank each of the wit- 
nesses and I want to say this directly to Dr. Wood and Dr. Rarick. 
Whether we agree on the nuances here, or maybe we do long-term 
or not, that your work long-term. Dr. Wood particularly but also 
Dr. Rarick, on women’s health issues, because certainly it was an 
area that was underrepresented in the research, and without ag- 
gressive advocacy, we wouldn’t be where we are on breast cancer, 
on the whole range of women’s health issues. So regardless of 
where we stand on this issue, I appreciate your len^hy career 
working with that. Dr. Rarick, as well. 

I thank Mr. Patterson for speaking out. Dr. Harrison for giving 
us that detailed analysis of each of the type of cases and your rigor- 
ous analysis of that, and Mr. Snead for bringing the legal aspects 
in and we will find out, particularly if Danco responds, how to ad- 
dress some of their questions legally on whether they have been 
following through on the guidelines of FDA. 

With that, the subcommittee stands adjourned. 

[Whereupon, at 6 p.m., the subcommittee was adjourned.] 

[Additional information submitted for the hearing record follows:] 
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Whiter’s Telephone 

202 - 736-3610 


Telephone 

202 - 730*3600 

Facsimile 

202 - 706-3608 


October 27, 2006 


The Honorable Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, 
Drug Policy and Human Resources 
Committee on Government Reform 
House of Representatives 
2 1 57 Rayburn House Office Building 
Washington, DC 20515-6143 


Dear Mr. Chairman; 

The enclosed letter from Dr. Richard Hausknecht, Medical Director of our client, Danco 
Laboratories LLC (“Danco”), responds to the questions in your September 13, 2006 letter to him. 

As you will see, in response to certain questions. Dr. Hausknecht has referred you to this 
cover letter. The reason for his doing so arises from his and Danco’s need for confidentiality in 
certain areas. As you are aware, Danco and everyone associated with the company are faced 
with the very real threat of violence against them and their workplaces by certain anti-abortion 
groups and individuals who have publicly threatened Danco and others associated with 
Mifeprex®. Danco’s location, the identity and location of its contract manufacturing facilities, 
and the identity and locations of other companies and people associated with Danco are subjects 
of continuing probing by these groups who wish to identi^ and locale them so they can carry out 
their threats. To prevent such groups from identifying and locating these individuals and their 
workplaces, Danco keeps confidential and does not release to the public the names or the 
locations of those associated with it, nor any information which could lead those bent on 
violence to the individuals and facilities they have threatened. The Food and Drug 
Administration also keeps such information confidential, and its doing so has been upheld by the 
courts. Judicial Watch, fnc. v. FDA, 449 F.3'’‘' 141 (D.C. Cir. 2006). The Court of Appeals has 
held that information about or leading to the identity and location of Danco and individuals and 
facilities associated with it could properly be kept confidential as a privacy matter because of the 
threat of abortion-related violence. The District Court also found that the threat of abortion- 
related violence was an appropriate basis for refusing to disclose confidential commercial 
information. 407 F. Supp. 70 (D.D.C. 2005) Danco has therefore instructed Dr. Hausknecht to 
respectfully decline to answer questions in a manner that would disclose the identity or location 
or lead to the identify or location of Danco itself and individuals and facilities associated with if. 

Danco believes Dr. Hausknecht’s responses provide the information necessary to satisfy 
the public interest in the answers to the questions in your letter, while at the same time honoring 
the legal and moral obligations of Danco and Dr. Hausknecht to individuals associated with the 
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development, manufacture, and distribution of Mifeprex, who face a threat of physical danger 
from abortion-related violence. 

Your letter also requests copies of Dance’s tax returns and information contained in those 
returns. As a privately held company, Danco has kept such infonnation confidential. Danco 
therefore respectfully requests that the Subcommittee withdraw its request for this information. 

Respectfully submitted, 



Nancy L. Buc 
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Danco Laboratories, LLC P.O- Box 4816, New Yo*. New YorK 10185 

October 26. 2006 


The Honorable Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, 
Drug Policy and Human Resources 
Committee on Government Reform 
House of Representatives 
Congress of the United States 
2157 Rayburn House Office Building 
Washington, DC 20515-6143 


Dear Mr. Chainnan: 


I am responding to the questions in your September 1 3, 2006 letter to me. ' Each 
response is stated to the best of my knowledge, infontiation, and belief. 

The questions are set forth in bold type, my answers in standard type. 


1. What is your title at Danco, and what, specifically, do your responsibilities entail? 

I am a consultant for Danco Laboratories LLC (“Danco”) serving as its Medical 
Director. My responsibilities include management of the Adverse Event Program, pursuant 
to which I review adverse event information received by Danco, prepare and submit to FDA 
adverse event reports, as appropriate, and conduct follow up on such reports, as appropriate. 
I also provide scientific/medical input in reproductive health-related issues, and respond to 
medical questions from physicians and other healthcare providers. 


1 . The Subcommittee agreed to extend the time for my response to October 27, 2006. Letters 
dated September 19, 2006 and October 16, 2006 from Buc & Beardsley to Kimberly Craswetl, 
Office Clerk (attached). 
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2. Do yon currently or did you at any time, either prior to or during your employment 
with Danco, receive payment of money, favors, travel, accommodations, or any other 
compensation of any form, for any reason, from Population Council, Planned 
Parenthood, National Abortion Federation, NARAL, or any other interest group, 
pharmaceutical company, medical association, or organization other than Danco? If so, 
which organizations, and why? 

1 was employed as the Medical Director of Planned Parenthood New York City from 
approximately 1996 - 1999. 1 have received honoraria on two occasions (in 2003 and 2005) 
from NAF for lectures at its annual national meeting. 1 received an honorarium for lecturing 
for Planned Parenthood Connecticut in 2006. I received compensation from The Population 
Council for participation as an investigator in a clinical trial. 

3. What was the rationale, legal or otherwise, for withdrawing from a Congressional 
investigative hearing in which your company’s product, which is implicated in 8 deaths, 
9 life-threatening situations, 232 hospitalizations, 116 transfusion cases, and 88 
infections, was a focus? If your lawyers recommend your withdrawal, what was their 
reasoning? 

Let me first note that to use the word “implicated” in connection with these adverse 
events states or suggests that Miteprex* caused such events; there is no scientific basis for 
such a statement or suggestion. 

After initially telling the Subcommittee staff person who contacted me that 1 would 
accept the Subcommittee’s invitation to testify, 1 decided upon further reflection not to do so. 

4. Since its inception, Danco has been affiliated with the Population Council, an advocacy 
group involved in the development of population control technologies throughout the 
world, particularly in the third world. Please explain in detail Danco’s relationship to 
the Population Council from Danco’s inception until now. 

1 do not believe that the description of the Population Council in the question 
provides an accurate or complete picture. As the Population Council’s website states, the 
Council is an international nonprofit organization that conducts biomedical, social science 
and public health research on a wide range of topics including, among others, reducing 
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neonate and infant mortality, improvement of otetetnc care and post-partum care for mothers 
and newborns, developing strategies to support orphans and other children affected by AIDS, 
and encouraging abandonment of female genital cutting, as well as examining and improving 
family planning programs in developing countries. 

Danco has a license from the Population Council to market mifepristone in the United 


States. 

5. It seems Danco was created for the sole purpose of providing chemical abortion to 
American women by producing Mifeprex. Please name all individuals, corporations, 
interest groups, government agencies, or other entities which were involved in creating 
Danco, by providing financial support, consulting, legal services, and any other 
support. 

Danco was created to bring Mifeprex to the United States, both for medical abortion 
and to treat other non-pregnancy-related conditions. Also, please see counsel’s cover letter. 


6. In addition to chemical abortion being far more dangerous, painful, and inconvenient 
than surgical abortion in the early weeks of pregnancy, it is our understanding that it is 
also more expensive. 

I am unaware of any scienti fic evidence that the medical termination of intrauterine 
pregnancy (“medical abortion”) is any more, let alone far more, dangerous, painful, or 
inconvenient than surgical abortion. 

a. What is the standard cost charged by Danco to distributors for one dose of 
Mifeprex (at both the 200 and 600 mg level), and by physicians to patients? 

The list price for a pack of 3 - 200 mg Mifeprex tablets is $270. I have no 
information about physicians’ charges to patients. 

b. What is the cost of a surgical abortion in the case that chemical abortion 
fails? 


1 have no information about prices charged by providers of surgical 
abortion. 
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7. Often contraceptive suppliers who provide large quantities of product are able to secure 
reduced rates from distributors in order to increase profits. 

a. Is this also the case with chemical abortion? Does Danco supply any 
providers with Mifeprex at a reduced rate? If so, please list all providers 
receiving a reduced rate. 

Danco offers a discount to nonprofit customers and certain high volume 
customers. 


b. What benefit docs Danco receive in return for the reduced rate? 

Offering discounts to non-profit organizations and volume discounts is 
standard in the pharmaceutical industry. 

8. It is our understanding that Danco is incorporated in the Cayman Islands. 

a. Is Danco in fact incorporated in the Cayman Islands? If not, where is Danco 
incorporated? 

Danco is not incorporated in the Cayman Islands. It is incorporated in the 
United States. 

b. Where are Danco’s manufacturing facilities? 

Please see counsel’s cover letter. 

c. Why, if Mifeprex is available only in the United States, would Danco be 
incorporated in a foreign country? 

Danco is not incorporated in a foreign country. It is a U.S. corporation, 

9. How many people does Danco employ in the United States? How many people does it 
employ overall? 

In the United States and overall, Danco employs six people. 

10. It has been reported that Mifeprex is produced in China at a facility which initially 
failed FDA inspections several times, leading to significant delays in the availability of 
Mifeprex chemical abortion in the United States. 

FDA cannot approve a New Drug Application (“NDA”) if “the facilities and controls 

used for the manufacture, processing and packaging of [such] drug are inadequate to preserve 
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its identity, strength, quality, and purity.” 21 U.S.C. § 355 (bXl)(D), FDA’s approval of the 
Mifeprex NDA means that FDA was satisfied that the statutory standard was met. 

a. Did or does Danco use a Chinese manufacturing facility to produce 
Mifeprex? 

Please .see the cover letter from counsel. 

b. Does Danco monitor the safety of the manufacturing facilities for Mifeprex? 
If so, how does it go about doing this, and how often docs it do this? 

As the sponsor of the NDA for Mifeprex, Danco is responsible for on- 
going compliance with FDA’s regulations for Good Manufacturing Practices, 21 
C.F.R. pts. 210 and 21 1, which implement provisions of the Food, Drug, and 
Cosmetic Act directed at drug safety. These “GMP” regulations impose a variety 
of requirements for manufacturing drugs, including production and process 
controls, laboratory controls, equipment, and records and reports. 

c. Does the FDA monitor these facilities? If so, how? How often? 

Under the Food, Drug, and Cosmetic Act, FDA has the authority to 
inspect facilities at which drugs are manufactured. 21 U.S.C. § 374. It has 
inspected the manufacturing of Mifeprex on several occasions. 

11. Does Danco produce any drugs other than Mifeprex? 

Danco does not market any drugs other than Mifeprex. 

a. Docs it have any plans to expand its operations? If so, what are the plans? 

Danco is interested in developing mifepristone for other uses. 

12. Five women who have taken Mifeprex have subsequently died of C. sordcilii infection. 

a. Is Danco aware of any other death from infection by C. sordellii associated 
with the use of Mifeprex? 

No. 
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b. Is Danco aware of any other deaths by infection associated with the use of 
Mifeprex? 

Danco is aware that a woman died from infection with Clostridium 
perfringens following a medical abortion with Mifeprex. No causal connection 
between Mifeprex and the death has been established. 

c. What, specifically, has Danco done to investigate the link between Mifeprex 
and C. sordellii? Other infections? 

Danco has been working with and continues to work with FDA, Centers 
for Disease Control (“CDC”), healthcare providers, and other medical experts to 
try and understand the circumstances surrounding these infections that have 
occurred after childbirth, miscarriage, medical abortion and other ob/gyn-related 
conditions. Danco obtained and provided FDA with important information about 
some of the deaths, and continues to respond to questions from FDA, 

d. If there have been any studies or other actions, please name the dates, 
parameters, and results of such actions. 

On May, 1 1, 2006, CDC, NIH, and FDA held a public workshop on 
emerging clostridial diseases, the goal of which was to develop a surveillance and 
research strategy surrounding Clostridium difficile and Clostridium sordellii. 


13. If the FDA revoked the approval of Mifeprex for safety concerns related to the 8 deaths, 
9 life-threatening situations, 232 hospitalizations, 116 transfusion cases, and 88 
infections associated with the use of Mifeprex, would Danco survive as a company? 

Why or why not? 

If FDA withdrew the approval of Mifeprex, Danco would not be able to market 
Mifeprex in the U.S. and would not receive revenue from that source. Whether the company 
would remain viable based on its other drug development programs would remain to be seen. 
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14. What circumstances, if any, would prompt Danco to refuse to provide IVIifcprex to a 
physician? Has Danco ever cut off sales or refused to provide Mifeprex to a physician? 

Mifeprex is not provided to a prescriber unless s/'he has signed and submitted an 
FDA-approved Prescribe! ’ s Agi’eement, As to the second question, prescribers who failed to 
pay their bills or failed to provide licensing information have had their accounts suspended or 
terminated. 

15. The FDA regulations imposed on the marketing of Mifeprex include the requirement 
that physicians report all adverse events to Danco. 

FDA regulations do not require that physicians report all adverse events to Danco or 

FDA. 

a. What are the details and protocols of your adverse event reporting system? 

I review and analyze adverse event information, received by Danco from 
any source including healthcare providers (such as doctors and nurses), patients, 
physician consultants, manufacturers and marketers of other products, scientific 
and medical literature, and clinical and non-clinical studies. I evaluate this 
information to determine what kind of adverse event report, if any, is required to 
be made to FDA, and fill out FDA’s MedWatch Form (FDA Form 3500), if 
appropriate. A MedWatch Form is submitted to FDA as either a 1 5-day report or 
a periodic report, as appropriate. Certain information not reported as a 15-day or 
a periodic report is included in the annual report to FDA. 1 also follow up on 
adverse event information, as appropriate. 
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b. What would be the usual procedure by which an adverse event would come 
to your attention? 

Danco receives adverse event information via U.S. mail, overnight courier 
(such as Federal Express), e-mail, fax, or telephone. 


c. What proactive measures does Danco take to ensure all adverse events are 
being reported to the FDA, if any? 

Please note that because there is no requirement for physicians or other 

healthcare providers to report “all adverse events” to Danco or to FDA, the 

information that Danco receives (see response to question 1 5a, above) does not 

necessarily include intbnnation about “all adverse events.” 

Physicians are encouraged to report adverse events to Danco or 

FDA in several ways: 

1. Each shipment of Mifeprex is accompanied by the FDA- 
approved Prescribing Information, which contains the 
following: 

Adverse events, such as hospitalization, blood 
transfusion, ongoing pregnancy, or other major 
complications following the use of Mifeprex and 
misoprostol must be reported to Danco Laboratories. 

Please provide a brief clinical and administrative 
synopsis of any such adverse events in writing to: 

Medical Director 

Danco Laboratories, LLC 

P.O, Box 4816 

New York, NY 10185 

1-877-4-Early Option (1-877-432-7596) 

For immediate consultation 24 hours a day, 7 days a 
week with an expert in mifepristone, call Danco 
Laboratories at I -877-4-Early Option (1-877-432- 
7596). 
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2, The Prescriber’s Agreement, which each prescriber must 

sign and submit before receiving any shipment of 

Mifeprex, provides Danco’s address, 24-hoiir phone 

number, and e-mail address and states as follows: 

While serious adverse events associated with the use of 
Mifeprex are rare, you must report any hospitalization, 
transfusion or other serious event to Banco 
Laboratories, identifying the patient solely by package 
serial number to ensure patient confidentiality. 

3. In Dear Doctor letters to customers (April 19, 2002, 
November 1 5, 2004, and July 1 9, 2005) and to Emergency 
Room Directors (November 15, 2004 and July 19, 2005). 
Each of these letters includes a reminder to physicians to 
report serious adverse events to Banco. One example of the 
reminder follows: 

We would like to remind you to report any Serious 
Adverse Events (SAEs) associated with Mifeprex use to 
the address below. Serious adverse events include 
death, hospitalization, blood transfusion, and other 
major events. In the case of on-going pregnancy 
following treatment with the Mifeprex regimen 
(approximately 1%), you should also notify us if the 
patient chooses to proceed with her pregnancy. 

Please provide a brief clinical synopsis by writing, 
calling or emailing: 


Medical Director 

Banco Laboratories, LLC 

P.O, Box 4816 

New York, NY 10185 

Medicaldirector@earlyoptionpill.com 

Toll free at 1-877-4 Early Option (1-877-432-7596) 
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We may need to contact you to obtain additional 
infonnation, so please include your contact inFonnation. 
The following information is helpful when you report 
adverse events: age of patient; gestational age; dosages 
and means of administration of all medications, 
including concomitant medications; clinical information 
on the patient, including relevant past medical histoiy, 
laboratory results, and health care course; and final 
outcome of patient. 

4. In an “Alert for Healthcare Professionals, Mifepristone 
(marketed as Mifeprex.)” on its website, FDA states “To 
report any unexpected adverse or serious events associated 
with the use of [Mifeprex], please contact the FDA 
MedWatch program at 1-800-FDA-1088 or 
http://www.fda,gov/medwatch/'report/hcp,htm,” 


d. Have there been any instances where an adverse event was not reported by 
Danco to the FDA? What w'cre they? 

I believe any adverse event required to be reported has been reported. 

16. In an apparent effort to capture reports on the anticipated adverse events that are the 
result of taking Mifeprex, the FDA’s priority approval of Mifeprex included a 
requirement that prescribing physicians “fmlust report any hospitalization, transfusion 
or other serious events to the sponsor or its designate.” There is evidence that 
physicians are not reporting serious events. 

The FDA’s approval of Mifeprex was not a “priority,” “accelerated,” or “fast track” 
approval. 

With respect to the statement that there is evidence that “physicians are not reporting 
serious events,” 1 am not aware of any evidence that physicians are not reporting those 
serious adverse events of which they become aware. 
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a. Planned Parenthood, for example, refers women who receive Mifeprex 
chemical abortions to a hotline number to call if they experience problems, 
rather than a number to reach their prescribing physician. That 
arrangement opens a loophole whereby prescribing physicians many remain 
unaware of adverse events that take place after they administer the abortion 
pill, alleviating them of reporting requirements. In light of this, how can 
Danco assure the public that prescribing physicians are actually reporting all 
events to Danco? 

Planned Parenthood has in place a separate system for collecting and 
providing to Danco information from Planned Parenthood clinics about adverse 
events related to Mifeprex. As a separate matter, neither Danco nor any other 
phannaccutical company can ensure that every adverse event is reported to it or 
FDA, and they are not required to do so. 


b. Danco is required to report all adverse events to the FDA. Is Danco 
following this requirement? What evidence can Danco provide the 
Subcommittee which would demonstrate that Danco is reporting all adverse 
reported to it? This priority approval requirement under Subpart H is 
meaningless if physicians and emergency rooms are not reporting all adverse 
events to Danco, as they arc required under FDA regulations to do. What 
does Danco do to ensure that physicians adhere to these reporting 
requirements? How often are these measures implemented? Please provide 
any documentation which would provide insight into the nature and 
frequency of these measures. 

Please see my responses to Question 1 5 and Question 16 above. 


17. The FDA has acknow ledged the deaths of five women by infection associated by the use 
of Mifeprex, yet the FDA and other claim there has been no causal link established 
between Mifeprex chemical abortion and C. sordellii infection. If a causal link between 
the use of Mifeprex and the fatal C. sordellii infection was established, would Danco 
withdraw Mifeprex from the Market? If not, under what circumstances would Danco 
withdraw Mifeprex from the market? 

As the question recognizes, FDA and others, including experts from CDC, have 
stated that no causal link has been established between Mifeprex and C, sordellii infection. 
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The question of the circumstances under which Danco would withdraw Mifeprex 
from the market is too hypothetical to be answered. 


18, The consensus among scientists who presented at the May 11, 2006 CDC conference 
was that mifepristone compromises the immune response, which would explain the 5 
reported deaths by C, sordcilii infection, 88 other reported infections, and several of the 
other nine life-threatening events. 

1 respectfully di.sagree that the consensus was as stated in the question. To the 
contrary, the consensus at the conference was that there is a lack of data about the cause, risk 
factors, or mechanism of action of C. sordellii. 

a. What is Danco’s opinion on the work of physicians like Dr. James McGregor, 
Dr. Esther Sternberg, and Dr. Ralph Miech, which identify a mechanism by 
which Mifeprex inhibits the immune system? 

There are no scientific data identifying such a mechanism of action. 

b. In what ways, specifically, might this research be refuted? Are there any 
methodological flaws, or flaws in the analysis of the data? If not, doesn’t this 
work have serious implications for our understanding of Mifeprex’s safety? 

There are no scientific data supporting the hypothesis to evaluate or refute. 


19. Despite the multitude of known adverse events associated with Mifeprex chemical 
abortions and acknowledged by the FDA, including 8 deaths, 9 life-threatening 
situations, 232 hospitalizations, 116 transfusion cases, 88 infections, and the fact that it 
is at least ten times more fatal than early surgical abortion,^ it is still available on the 
market. Furthermore, the FDA’s Medical Review, finalized on November, 1999 stated, 

“(t)his method of pregnancy termination is of limited value 
because of the relatively short window of opportunity, [sic] in 
which it can be employed. Its safety and effectiveness is based 
on its use during the seven weeks following the first day of the 


2. [The following footnote is from the question in Chairman Sander’s ielter-i The mortaiits' rate for svomen who procure 
a surgical abortion is 0.1 in 100,000 during the first eight tveeks of pregnancy, the period for which RU-486 is available to 
women. Dr. Michael Green, based on usage rates of 460,000 and 4 deaths, suggested that the risk of death from chemical 
abortion is ten times greater. 5Vt', Michael F. Green, M.D., Fatal Infections Asweiateti with Mifepristone-’Induced 
Ahortion, Dec. I, 2005, N. ENGL. .1. MED353;22 ur 2318. Current numbers suggest, however, eight deaths in the United 
States, white, according to the manufacturer, 575,000 women have used the drug. This works out to t in about 71,875, or 
1.30 for every 100,000, suggesting a Mlfepreu fatality rate that Is fourteen times greater than that with surgical abortion 
during the eight weeks of pregnancy. 
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last menstrual period. This means that most women would not 
suspect that they are pregnant and have a confirmatory 
pregnancy test until at least four weeks after the beginning of 
their last menses. This then, leaves only a three week period 
for the women to secure this method of abortion. 

“Another disadvantage of this method ...is the need for at least 
three visits to the medical facility [sicj including at least a four 
hours [sic] stay after the administration of the misoprostol. 

“In addition, medical follow-up is required to ensure that 
surgical termination is performed in case the medical 
termination attempt fails since misoprostol has been reported 
to be teratogenic in humans ... 

“|ln a study comparing medical and surgical abortion, | [tjhe 
medical regimen had more adverse events, particularly 
bleeding, than did surgical abortion. Failure rates for medical 
abortion exceeded those for surgical abortion ...Specific 
symptoms and adverse events, include cramping, nausea, and 
vomiting, were far more frequent among the medical than the 
surgical abortion patients ...Three patients (all medical 
abortions) received blood transfusions. This is a serious 
potential disadvantage of the medical method. On the whole, 
medical abortion patients reported significantly more blood 
loss than did surgical abortion patients. 

“[In another study of 377 patients comparing mifepristone to 
surgical abortion} [f|our mifepristone patients required 
curettage for acute bleeding while no surgical patients did. 

Nine mifepristone patients required curettage to manage 
ongoing pregnancy while no surgical patients did. Five 
mifepristone patients required suction curettage because of 
incomplete abortion while no surgical patients did. Fourteen 
mifepristone and eight surgical patients required suction 
curettage for persistent bleeding... Mifepristone patients 
experienced significantly longer postproccdure bleeding than 
did surgical patients. ..Mifepristone patients reported 
significantly longer bleeding in all three gestational age groups. 
Overall, mifepristone abortion patients reported significantly 
higher levels of pain, nausea, vomiting, and diarrhea during 
the actual abortion than did surgical patients... Mifepristone 
patients were routinely offered oral narcotics for expulsion- 
related pain, and 78.5% used them. Mifepristone patients 
reported more problems during the follow-up interval than did 
surgical patients. Post-abortion pain occurred In 77.1% of 
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mifepristone patients compared with only 10.5% of surgical 
patients. Nausea or vomiting in the follow-up interval was 
common in the mifepristone group, but rare among surgical 
patients.” 

To an outside observer, it seems the only benefit of choosing Mifeprex is the 
opportunity to avoid a surgical procedure that is less painful, more convenient, quicker, 
and exponendaiiy safer than its chemical alternative. Please explain Danco’s 
perspective about what benefits a women might gain from choosing a Mifeprex 
chemical abortion and explain how these benefits outweigh the increased inconvenience, 
the increased discomfort, and the increased danger of deadly infection, massive 
hemorrhage, and death associated with Mifeprex. 

The question includes a multitude of assumptions and implicit and explicit assertions 
which are incorrect. Without attempting to parse each and every' one, I note several as 
follows. No causal connection has been found between Mifeprex and any death. The 
numbers cited regarding various adverse events reflect reports made to FDA, none of which 
is a determination of a causal connection. Also, there is no requirement of a 4-hour stay after 
the administration of misoprostol in the FDA-approved regimen. 

To answer the question as to why women choose Mifeprex, a number of studies 
document that many women offered a choice of a medical or surgical abortion choose 
medical abortion. For example, in a review of 12 published studies on patient attitudes 
toward medical abortion, the author concluded that, in most trials that offered a choice 
between surgical abortion and medical abortion, 60-70% chose medical abortion (Winikoff, 
B. et al, Acceptability and Feasibility of Early Pregnancy Termination by Mifepristone- 
Misoprostol; Results of a Large Muiticenter Trial in the United States, Arch Fam Med 360, 
July/Aug 1 998). Those studies did not collect data on the reason for each woman’s choice, 
but there are several studies that have investigated the reasons many women choose medical 
abortion over surgical abortion. Some of those reasons are persona! control, ax'oidance of 
surgery, privacy, and naturalness (e.g.. Fielding et al.. Having an Abortion Using 
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Mifepiistone and Home Misoprostol: A Qualitative Analysis of Women’s Experiences. 
Fcrspecuvcs on Se.xtia! and Reproductive Health 34{1); .34 - 40, 2002), 

20. Please provide detailed summaries of all postmarket studies which Danco has 
conducted on Mifeprex, for any reason, the purpose of each study, and the results, 
specially noting for the Subcommittee which of these studies were required by the FDA. 

FDA’s approval of Mifeprex included a requirement that Danco conduct two post 
marketing studies. The first is a pregnancy outcome follow-up study of women who 
continued to be pregnant for at least one month after any Mifeprex exposure. The second is a 
prescriber monitoring study that was designed primarily to assess the relationship between 
patient outcome and whether the prescriber (a) provided surgical intervention if the medical 
abortion was not successiul, or (b) referred patients to another healthcare provider for 
surgical abortion if the medical abortion was not successful. 

Danco designed and implemented a protocol and is currently conducting the 
pregnancy follow-up study. Danco has detennined that as of this time, very few pregnancies 
were continued for at least one month. The company has also designed and implemented a 
protocol for the prescriber monitoring study. Thus far, few Mifeprex prescribers have 
expressed an interest in participating in the study. 

Danco provides updates to FDA on these two studies, including in Annual 

Reports. 

21. Please explain in detail Danco’s risk management plan for Mifeprex, FDA’s efforts to 
ensure its implementation, and Danco’s compliance with the risk management plan. 
Please provide any relevant documentation. 

in addition to risk management practices required of all sponsors of new drugs under 
FDA’s regulations (21 C.F.R. § 314.80), FDA’s letter approving Mifeprex restricted 
distribution in a number of respects that are components of Danco’s risk management plan. 
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Copies of the approval letter and other documents on this issue (e.g,, Prescriber Agreement, 
Patient Agreement, and Medication Guide) are attached. 

a. How often does FDA conduct investigations into Danco’s compliance with the 
restrictions and regulations imposed with the approval of Mifeprex? 

I am aware of five such FDA audits. I do not know if FDA has performed 
other investigations of Danco’s compliance that do not involve such audits. 

b. Which restrictions and regulations do these Investigations cover? 

I do not know what the audit teams’ charters have been, but when auditing 
Danco, FDA has generally reviewed adverse event reporting records. FDA has 
also reviewed shipping and storage records, and Prescriber Agreement records. 

c. Do they investigate compliance with all regulations during every 
investigation, or only some? 

With respect to Danco, and as far as I know, other drug companies, only 

some. 

d. If only some, which restrictions or regulations, and how often? 

See b above. 

e. Who conducts the investigations, and how are they conducted? 

FDA personnel perform the audits under FDA’s procedures for 
performing audits. 

f. What are the specific dates and parameters of each Investigation the FDA 
has conducted? 

FDA audited Danco March 6-13, 2006, September 20-28, 2004, and in 
June 2002. FDA audited Danco’s logistics partner in 2002 and the authorized 
distributor in 2002. 
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g. What were the results for each Investigation? Did the FDA notify Danco that 
it was in full compliance with all restrictions and regulations? If not, of 
which restrictions or regulations was Danco considered noncompliant? 

No warning letters have beat issued or enforcement action taken in 
connection w'ith these audits. It is not FDA’s practice to notify companies that 
they “are in full compliance with all restrictions and regulations.” No questions 
were raised by FDA about compliance with restrictions on distribution. Certain 
questions were raised about 21 C.F.R. § 314.80. FDA provided Danco with a 
copy of its inspectional observations from each audit of Danco on an FDA Form 
483. Danco believes that most of these inspectional observations were 
inappropnate. FDA had no inspectional observations and no Forni 483 was 
issued by FDA after the inspection of the logistics partner. 

22. Is Danco notified in advance each time FDA investigates Danco’s compliance, or has 
Danco been subject to unannounced compliance checks for any restriction/ regulation 
imposed with the Mifeprex approval? 

Certain audits have been announced in advance, 

a. If such unannounced compliance checks/ investigations have occurred, please 
provide dates and the subject or regulation/ restrictioD(s) investigated. 

An unannounced FDA audit of Danco occurred in September 2004. FDA 
reviewed adverse event reporting records. 

23. Has Danco or the Population Council been subject to any lawsuits related to Mifeprex? 
If so, when, and on what grounds? 

Danco and Population Council have been named in three cases. One w'as filed in 
September 2004, one in December 2004, and one in September 2005. All allege personal 


17 



387 


injury, Danco and the Council have denied the allegations. It is possible that Population 
Council has been named in other lawsuits of w'hich I am unaware. 


24. The September 28, 2000 memo accompanying the Subpart H approval of Mifeprcx 
says, “The signed (patient] agreement form will be given to the patient for her reference 
and another kept in the medical record. The Population Council has committed to 
auditing prcscribcrs to ascertain whether they have obtained signed copies of the 
Patient Agreement forms.” 


The language about auditing prescribers pertains to one of the Phase IV ongoing 
study commitments. In that prescriber monitoring study (which is described in my response 
to Question 20) one of the secondary objectives w'as to assess the frequency at which patients 
and providers sign a Patient Agreement form. 

a. Has Danco Laboratories performed any of the aforementioned audits? How 
often? When? 

No, because the study has not been enrolled. 

b. Has Danco shared the results of these audits w ith the FDA? 

Not applicable. 

c. Please provide a summary of all findings. 

Not applicable. 

25. The approval of Mifeprex included a requirement that Danco have the ability to track 
Mifeprex usage “to the patient level.” 

a. Does such a tracking system exist? 

Yes. 
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b. If so, what are the exact numbers of unique patients who have taken the 
drug, and individual doses dispensed to patients? Please break the numbers 
down by year. 

The tracking system is not designed to and does not yield this information, 
Danco estimates that approximately 650,000 women have used Mifeprex in the 
United States since approval in 2000. 

c. If Danco docs not have exact numbers as required in the approval for 
Mifeprex, please explain in detail why not. 

The approval does not require that Danco have exact numbers. 

26. If there is a reliable tracking system in place, why docs Danco estimate usage of its 
product? Why doesn’t Danco use the requirement to track its product to the patient 
level to calculate precise usage numbers? Couldn’t estimated usage numbers result in 
potential chemical abortion patients perceiving a lower risk associated with the use of 
Mifeprex? Shouldn’t Danco take appropriate steps to ensure patients are giving fully- 
informed consent? 

As to the first two questions, please see the answers to Question 25 above. Danco 
believes patients are given accurate risk information. 

The concept of “fully-informed consent” applies to subjects in a clinical trial, not to 
patients to whom an approved drug is prescribed by their physician. Patients receive an 
FDA-approved Medication Guide and Patient Agreement before deciding whether to take 
Mifeprex. If a patient decides to use Mifeprex for a medical abortion, she reads and sign.s an 
FDA-approved Patient .Agreement, acknowledging among other things, that she has read the 
Medication Guide and discussed the risks and benefits with her provider. 
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27. The Mifcprex label suggests that infections and hemorrhage are expected complications 
of chemical, surgical, and spontaneous abortion alike. Data shows, however, that 
chemical abortion is associated with a much higher risk of infection, hemorrhage, and 
death than its counterparts at the early stages of pregnancy. Isn’t this label, then, 
misleading? Shouldn’t Mifeprex labeling reflect the fact that chemical abortion is far 
more dangerous than surgical or spontaneous abortion? If not, why not? 

The label is not misleading. There is no need or requirement to provide comparison 
to alternative treatments. There is no evidence that medical abortion is associated with a 
higher, much less “much higher,” risk of infection, hemorrhage, and death than surgical 
abortion. The FDA-approved Mifeprex Prescribing Information provides extensive 
information about the drug, including safety and efficacy data, and the FDA-approved 
Medication Guide describes the possible risks and side effects in lay terms for patients. 

28. What were Danco’.s profits for each of the pa.st six years since its inception? Please 
provide to the Subcommittee copies of all annual company reports and/or all I.R.S. tax 
fillings by Danco for the past six years. 

Please see counsel’s cover letter. 


Respectfully submittei 



Richard U?Hau.sknecht, M.D. 
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NDA 20-687 


SEP 2 8 2000 


Population Council 
Attention: Sandra P, Arnold 
Vice President, Corporate Affairs 
1230 York Avenue 
New York, NY 10021 


Dear Ms. Arnold: 

Please refer to your new drug application (NDA) dated March 14, 1996, received March 1 8, 1996, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for MIFEPREX™ 
(mifepristone) Tablets, 200 mg. 

We acknowledge receipt of your submissions dated April 19, June 20, July 25, August 15 and September 
1 6 and 26, 1 996; January 30, March 3 1, July 28, August 5, September 24, November 26, 1 997; January 
30 (2), February 19, April 27, June 25, October 26, December 8, 1998; February 8 and 22, March 31, 
April 28, May 10 and 20, June 3 (2), 1 5, 23. 25, and 30, July 14 (2) and 22, August 3, 13, 1 8 and 30, 
September 3, 8, 13 and 30, October 5, 26 and 28, November 16 and 29 (2), December 6, 7 and 23, 1999; 
and January 11,21 and 28 (2), Febru.iry 1 6 and 24, March 3, 6, 9, 1 0, 30 and 3 1 (2), April 20, May 3, 1 1 
and 17, June 22 and 23. July 11, 13. 25 and 27, August 18,21 and 24, September 8, 12, 15(2), 19 (2), 20, 
21, 22, 26 (2), and 27 (2), 2000. Your submission of March 30, 2000 constituted a complete response to 
cur February 18, 2000 action tetter. 

This new drug application provides for the use ofMifeprex™ for the medical termination of intrauterine 
pregnancy through 49 days’ pregnancy. 

We have completed the review of this application, as amended, and have concluded that adequate 
information has been presented to approve Mifeprex’” (mifepristone) Tablets, 200 mg, for use as 
recommended in the agreed upon labeling text. The application is approved under 21 CFR314 Subpart 
! I. Approval is effective on the date of this letter. Marketing of this drug product and related activities 
are to be in accordance with the substance and procedures of the referenced regulations. 

The final printed labeling (FPL) [including the professional labeling (Package Insert), the Medication 
Guido required for this product under 21 CFR Part 208, the Patient Agreement Form, and the Presoriber’s 
Agreement Form] must be identical to the submitted draft labeling (Package Insert, Medication Guide, 
Patient Agreement Form, and the Prescriber’s Agreement Form submitted September 27, 2000; and the 
immediate container and carton labels submitted July 25, 2000). Marketing the product with FPL that i.s 
not identical to the approved labeling text may render tlie product misbranded and an unapproved new 
drug. 

Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days after it is 
printed. Please individually mount ten of the copies on heavy-weight paper or similar material. 
Alternatively, you may submit the FPL electronically according to the guidance for industry' titled 
Providing Regulatory Submissions in Ekaronic Format - ,\’DAs (January 1 999). For administrative 
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purposes, this submission sho'.iM be designated "FPL for approved NDA 20-68?.'' Approval of this 
submission by FDA is not required before the labeling is used. 

Under 21 CFR 314.520, distribution of the drug is restricted as follows: 

Mifeprex™ must be provided by or under the supervision of a physician who meets the following 

qualifications: 

• Ability to assess the duration of pregnancy accurately, 

• Ability to diagnose ectopic pregnancies, 

• Ability to provide surgical intervention in cases of incomplete abortion or .severe bleeding, or 
have made plans to provide such care through other qualified physicians, and arc able to assure 
patient access to medical facilities equipped to provide blood tran.sfusions and resuscitation, if 
necessary. 

• bias read and understood the prescribing information of Mifeprex''^”, 

• Must provide each patient witli a Medication Guide and must fully explain the procedure to each 
patient, provide her with a copy of Ihe Medication Guide and Patient Agreement, give her an 
opportunity to read and discuss both the Medication Guide and the Patient .Agreement, obtain her 
signature on the Patient Agreement and must sign it a,s well. 

• Must notify the sponsor or its designate in writing as discussed in the Package Insert under the 
heading DOSAGE AND ADMINISTRATION in the event of an ongoing pregnancy, which i.s 
not terminated subsequent to the conclusion of Ihe treatment procedure, 

• Must report any hospitalization, transfusion or other serious events to the sponsor or its designate. 

• Must record the Mifeprex™ package serial number in each patient’s record. 


With respect to the aspects of distribution other than physician qualifications described above, the 
following applies; 

• Distribution will be in accordance with the system described In the March 30, 2000 submission. 
This plan assures the physical security of the drug product and provides specific requirements 
imposed by and on the distributor including procedures for storage, dosage tracking, damaged 
product returns, and other matters. 

We also note the following Phase 4 commitments, specified in your siibmi.ssion dated September 1 5, 
2000. These commitments replace all previous commitments cited in the September 1 8, 1 996 and the 
February 18, 2000 approvable letters. These Pha.se 4 commitments are: 

1 . A cohort-based study of safety outcomes of patients having medical abortion under the care of 
physicians with surgical intervention skills compared to physicians who refer their patients for 
surgical intervention. Previous study questions related to age, smoking, and follow-up on day 14 
(compliance with return visit) will be incorporated into this cohort study, as well as an audit of signed 
Patient Agreement forms, 
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2, A surveillance study on outcomes of ongoing pregnancies. 

You have agreed to provide the f'ma! Phase 4 protocols for these .studies within six months. 

Protocols, data, and final reports should be submitted to your IND for this product and a copy of the cover 
letter sent to this NDA, If an IND is not required to meet your Pha.se 4 commitments, please submit 
protocols, data and final reports to this NDA as correspondence. In addition, under 2 1 CFR 
314,8!(b)(2Xvii), we request that you include a status summary of each commitiiient in your annual 
report to this NDA. The status summary should include the number of patients entered in each study, 
expected completion and submission dates, and any changes in plans since the last annual report. For 
administrative purposes, all submissions, including labeling supplements, relating to these Pha.se 4 
commitments must be clearly designated "Phase 4 Commitments." 

We also remind you that, under 2 ! CFR 3 1 4,550, after the initial 120 day period following this approval, 
you must submit all promotional materials, including promotional labeling as well as advertisements, at 
least 30 days prior to the intended time of initial dissemination of the labeling or initial publication of the 
advertisement. 

Be advised that, as of April 1, 1999, alt applications for new active ingredients, new dosage forms, new 
mdioations, new routes of administration, and new dosing regimens are required to contain an assessment 
of the safety and effectiveness of the product in pediatric patients unless this requirement is waived or 
deferred (63 FR 66632), We are waiving the pediatric study requirement for this action on this 
application. 

Please submit one market package of the drug product when it is available. 

We remind you that you must comply with the requirements for an approved NDA set forth under 
21 CFR 3 14.80 and 314.81. 

If you have any questions, cal ^_ / 


Sincerely, 


w 


Center t'or’Drug Evaluation and Research 


APPEARS THIS WAY 
ON ORIGINAL 
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To set up your 
account; 

1 

Read the Prescriber’s /^reement on 
the back of this Account Setup Fcarn. 

2 

Complete and sign this form. 

3 

Fax the completed Account Setup 
Form to the Danco distributor at 
1-866-227-3343. Your account 
ir^formation will be kept strictly 
confidential. 

4 

The distributor wll! call to finalize 
your account setup and take your 
initial order. 

5 

Subsequent orders may be phoned 
in and are usually shipped within 
24 hours. 

6 

Unopened, unused prixiuct may be 
returned for a refund or exchange up 
to a year after the expiration date. 



ACCOUNT SETUP FORM 

MIFEPREX ■'{Mifepristone) Tablets, 200 mg; NDC 64875-001-03 
Billing information 

Bill to Name 

Address 

City State ZIP 

Phone Fax 

Attention 

Shipping information p Check if same as above) 

Ship to Name 

Address _ 

City State ZIP 

Phone Fax 


AUerJtion 

Additional site locations 

I will also be prescribing Mifeprex* at these additional locations: 


Name 

- Address 


Citv 

State 

ZIP 

Phono. 

. . Fax 




Name 

Addres-s 


Citv 

State 

ZIP 

Phone 

Fax 



(Any additional sites may be listed on an .>ha:he<l sheet of paper.) 


Request additional materials 

□ Medication Guides J Patient Agreements 

□ State Abortion Guidelines □ Patient Brochures 

Establishing your account (required only with first order) 

Each facility purchasii^ Mif^iex must be iocfuded on this form (see additional site locations box abowei before the 
distributor can ship the product. Please read the Prescriber's Agreement on the reverse of this form and sign below. 

By signing below, you acknowledge receipt of the Prescriber’s Agreement and agree that 
you meet these qualifications and that you will follow these guidelines tor use. 

Print Name _ , Sigrature 

Medical License # Date 

Fax this completeit Account Setup form to the authorized distributor, fax: t -866-227-3343 

Please fax any questions to the above number cr call 1-800-848-6142. 


OWES 
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MIFEPREX” 

(Mifepristone) Tablets, 200 mg 
PRESCRIBER’S AGREEMENT 

We are pieased that you wish to become a provider of Mifeprex* (Mifepristone) Tablets, 200 mg, which is indicated 
for the medical termination of intrauterine pregnancy through 49 days from the first day of the patient’s last 
menstrual period (see full prescribing information). Prescribing Information. Mifeprex Medication Guides and 
PATIENT AGREEMENT forms will be provided together with ycur order of Mifeprex. 

Prior to establishing your account and receiving your first order, must sign and return this letter to the 
distributor, indicat'ng that you have met the qualifications outlined below and will observe the guidelines outlined 
below. If you oversee more than one office facility, you will need to list each facility on your order form prior to shipping 
the first order. 

By sign ng the reverse side, you acknowledge receipt of the PRESCRIBER'S AGREEMENT and agree that you meet 
these quauiications and that you will follow these guidelines for use. You also understand that if you do not follow 
these guidelines, the distributor may discontinue distribution of the drug to you. 

Under Federal law, Mifeprex must be provided by or under the supervision of a physician who meets the 
following qualifications: 

• Ability to assess the duration of pregnancy accurately. 

• Ability to diagnose ectopic pregnancies. 

• Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have made 
plans to provide such care through others, and are able to assure patient access to medical facilities 
equipped to provide blood transfusions and resuscitation, if necessary. 

• Has read and understood the prescribing information of Mifeprex. The prescribing information is attached 
to this letter, and is also available by calling our toll free number, 1-877-4 Early Option (1-877-432-7596), 
or logging on to our website, www.earlyopljonpill.com, 

In addition to these qualifications, you must provide Mifeprex in a manner consistent with the following guidelines. 

• Under Federal law, each patient must be provided with a Medication Guide. You must fully explain the 
procedure to each patient, provide her with a copy of the Medication Guide and PATIENT 
AGREEMENT, give her an opportunity to read and discuss them, obtain her signature on the PATIENT 
AGREEMENT, and sign it yourself. 

• The patient’s foiiow-up visit at approximately 14 days is very important to confirm that a complete 
termination of pregnancy has occurred and that there have been no complications. You must notify Danco 
Laboratories in writing as discussed in the Package Insert under the heading DOSAGE AND 
ADMINISTRATION in the event of an on-going pregnancy which is not terminated subsequent to the 
conclusion of the treatment procedure. 

• White serious adverse events associated with the use of Mifeprex are rare, you must report any 
hospitalization, transfusion or other serious event to Danco Laboratories, identifying the patient solely by 
package serial number to ensure patient confidentiality. 

• Each package of Mifeprex has a serial number. As part of maintaining complete records for each patient, 
you must record this identification number in each patient’s record. 


Danco Labocaferies, LlC 

P.O. Box 4816 

New York, NY X0185 

i-S77-4 Early Option '1-877-432-75963 

www.earlyoptionpill.com 

•MilTPREX ;s a I'aderrsarx o1 Danco U'oorato'ies, LLC. 
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PATIENT AGREEMENT 
Mifeprex® (mifepristone) Tablets 

1 . 1 have read the attached MEDICATION GUIDE for using Mifeprex* and misoprostol to end my pregnancy. 

2. 1 discussed the information with my health care provider (provider). 

3. My provider answered all my questions and told me about the risks and benefits of using Mifeprex and 
misoprostol to end my pregnancy. 

4. 1 believe I am no more than 49 days (7 weeks) pregnant. 

5. 1 understand that i will take Mifeprex in my provider’s office (Day 1). 

6. 1 understand that ! will take misoprostol In my jwovlder's office hwo days after I take Mifeprex (Day 3). 

7. My provider gave me advice on what to do if I develop heavy bleeding or need emergency care due to the 
treatment. 

8. Bleeding and cramping do not mean that my pregnancy has ended. Therefore, I must return to my prosrider’s 
office in about 2 weeks (about Day 14) after t take Mifeprex to be sure that my pregnancy has ended and that I 
am well 

9. 1 know that, in some cases, the treatment will not worit. This happens in about 5 to 8 women out of 100 who 
use this treatment. 

10. 1 understand that if my pregnancy continues after any part of the treatment, there is a chance that there may 
be birth defects. If my pregnancy continues after treatment with Mifeprex and misoprostol, I will talk with my 
provider about my choices, which may include a surgical procedure to end my pregnancy. 

11.1 understand that if the medicines I take do not end my pregnancy and 1 decide to have a surgical procedure 
to end my pregnancy, or if I need a surgical procedure to slop bleeding, my provider will do the procedure or 
refer me to another provider who will. I have that provider's name, address and phone number. 

12. 1 have my provider's name, address and phone number and know that I can cail If I have any questions or 
concerns. 

13. } have decided to take Mifeprex and misoprostol to end my pregnancy and will follow my provider’s advice 
about when to take each drug and what to do in an emergency. 

14. 1 will do the following: 

contact my provider right away if in the days after treatment 1 have a fever of 100.4^ or higher that lasts for more 
than 4 hours or severe abdominal pain. 

contact my provider right away if I have heavy bleeding (soaking through two thick luSI-size sanitary pads per hour 
for two consecutive hours). 

contact my pravider right away if I have abdominal pain or discomfort or I am “feeling sick", including weakness, 
nausea, vomiting or diarrhea, more than 24 hours after taking misoprostol. 

- take the MEDICATION GUIDE with me when I visit an emergency room or a provider who did not give me Mifeprex. 
so that they will understand that 1 am having a medical abortion with Mifeprex. 

- return to my provider's office in 2 days (Day 3) to check if my pregnancy has ended, My provider will give me 
misoprostol if I am still pregnant. 

• return to my provider's office about 14 days after beginning treatment to be sure that my pregnancy has ended and 
that I am well. 


Patient Signature: 

Patient Name (print); 

Date: 

The patient signed the PATIENT AGREEMENT in my presence after i counseled her and answered all her questions, I have 
given her the MEDICATION GUIDE for mifepristone. 

Provider's Signature: 

Name of Provider (print): 

Date: 

After the patient and the provider sign this PATIENT AGREEMENT, give 1 copy to the patient before she leaves the office 
and put 1 copy in her medical record Give a cop^ of the MEDICATION GUIDE to the patient. 

Rev 2: 7/19/05 

* Mifeprex is a registered trademark of Oanco Laboratories, LLC. 
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MEDICATION GUIDE 

Mifeprex® (MIF-eh-prex) 

(mifepristone) 

Read this information carefully before faking Mifeprex* and misoprostol. It will help you 
understand how the treatment works. This MEDICATION GUIDE does not take the place of 
talking with your health care provider (provider). 

What is Mifeprex? 

Mifeprex is used to end an early pregnancy. It blocks a hormone needed for your pregnancy 
to continue. It is not approved for ending later pregnancies. Early pregnancy means it is 49 
days (7 weeks) or less since your last menstrual period began. When you use Mifeprex (Day 
1), you also need to take another medicine misoprostol, 2 days after you take Mifeprex (Day 3), 
to end your pregnancy. But, about 5-8 out of 100 women taking Mifeprex will need a surgical 
procedure to end the pregnancy or to stop too much bleeding. 

What is the most important information i should know about 
Mifeprex? 

What symptoms should I be concerned with? Although cramping and bleeding are an 
expected part of ending a pregnancy, rarely, serious and potentially life-threatening bleeding, 
infections, or other problems can occur following a miscarriage, surgical abortion, medical 
abortion, or childbirth. Prompt medical attention is needed in these circumstances. Serious 
infection has resulted in death in a very small number of cases in which misoprostol was used in 
the vagina. There is no information that vaginal use of misoprostol caused these deaths. If you 
have any questions, concerns, or problems, or if you are worried about any side effects or 
symptoms, you should contact your provider. Your provider’s telephone number is 


Be sure to contact your provider promptly if you have any of the following: 

Heavy Bleeding. Contact your provider right away if you bleed enough to soak through 
two thick full-size sanitary pads per hour tor two consecutive hours or if you are 
concerned about heavy bleeding. In about 1 out of 100 women, bleeding can be so 
heavy that it requires a surgical procedure (surgical abortion/D&C) to stop it. 

Abdominal Pain or "Feeling Sick”. If you have abdominal pain or discomfort, or you 
are “feeling sick", including weakness, nausea, vomiting or diarrhea, with or without 
fever, more than 24 hours after faking misoprostol, you should contact your provider 
without delay. These symptoms may be a sign of a serious infection or another problem 
(including an ectopic pregnancy, a pregnancy outside the womb). 

Fever. In the days after treatment, if you have a fever of 100.4°F or higher that lasts for 
more than 4 hours, you should contact your provider right away. Fever may be a 
symptom of a serious infection or another problem (including an ectopic pregnancy). 

Take this MEDICATION GUIDE with you. When you visit an emergency room or a provider 
who did not give you your Mifeprex, you should give them your MEDICATION GUIDE so that 
they understand that you are having a medical abortion with Mifeprex. 

* Mifeprex is a registered trademark of Danco Laboratories, LtC. 
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What to do if you are still pregnant after Mifeprex with misoprostol treatment. If you are 

still pregnant, your provider will talk with you about the other choices you have, including a 
surgical procedure to end your pregnancy. There is a chance that there may be birth defects if 
the pregnancy is not ended. 

Talk with your provider. Before you take Mifeprex, you should read this MEDICATION GUIDE 
and sign a statement (PATIENT AGREEMENT). You and your provider should discuss the 
benefits and risks of your using Mifeprex. 

Who should not take Mifeprex? 

Some women should not take Mifeprex. Do not take it if: 

• It has been more than 49 days (7 weeks) since your last menstrual period began, 

• You have an lUD. It must be taken out before you take Mifeprex. 

• Your provider has told you that you have a pregnancy outside the uterus (ectopic 
pregnancy). 

• You have problems with your adrenal glands (chronic adrenal failure). 

• You take a medicine to thin your blood. 

■ You have a bleeding problem. 

• You take certain steroid medicines. 

• You cannot return for the next 2 visits. 

• You cannot easily get emergency medical help in the 2 weeks after you take Mifeprex. 

• You are allergic to mifepristone, misoprostol, or medicines that contain misoprostol, such as 
Cytotec or Arthrotec. 

Tell your provider about all your medical conditions to find out if you can take Mifeprex. Also, 
tell your provider if you smoke at least 10 cigarettes a day. 

How should I take Mifeprex? 

• Day 1 at your provider’s office; 

- Read this MEDICATION GUIDE. 

- Discuss the benefits and risks of using Mifeprex to end your pregnancy, 

- If you decide Mifeprex is right for you, sign the PATIENT AGREEMENT. 

- After getting a physical exam, swallow 3 tablets of Mifeprex. 

• Day 3 at your provider’s office: 

- If you are still pregnant, take 2 misoprostol tablets. 

Misoprostol may cause cramps, nausea, diarrhea, and other symptoms. Your provider 
rhay send you home with medicines for these symptoms. 

• About Day 14 at your provider's office: 

- This follow-up visit is very important. You must return to the provider about 14 days after 
you have taken Mifeprex to be sure you are well and that you are not pregnant. 

- Your provider will check whether your p.-egnancy has completely ended. If it has not 
ended, there is a chance that there may be birth defects. If you are still pregnant, your 
provider v,rill talk with you about the other choices you have, including a surgical 
procedure to end your pregnancy. 

What should I avoid while taking Mifeprex and misoprostol? 

Do not take any other prescription or non-prescription medicines (including herbal medicines or 
supplements) at any time during the treatment period without first asking your provider about 
them because they may interfere with the treatment. Ask your provider about what medicines 
you can take for pain. 
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If you are breastfeeding at the time you take Mifeprex and misoprostol, discuss with your 
provider if you should stop breastfeeding for a few days. 


What are the possible and reasonably likely side effects of Mifeprex? 

Cramping and bleeding are expected with this treatment. Usually, these symptoms mean that 
the treatment is working. But sometimes you can get cramping and bleeding and still be 
pregnant. This is why you must return to your provider on Day 3 and about Day 14. See “How 
should I take Mifeprex?" for more information on when to return to your provider. If you are not 
already bleeding after taking Mifeprex, you probably will begin to bleed once you take 
misoprostol, the medicine you take on Day 3. Bleeding or spotting can be expected for an 
average of 9-16 days and may last for up to 30 days. Your bleeding may be similar to, or 
greater than, a norma! heavy period. You may see blood clots and tissue. This is an expected 
part of ending the pregnancy. 

Other common symptoms of treatment include diarrhea, nausea, vomiting, headache, dizziness, 
back pain, and tiredness. These side effects lessen after Day 3 and are usually gone by Day 
14. Your provider will tell you how to manage any pain or other side effects, 

When should I begin birth control? 

You can become pregnant again right after your pregnancy ends. If you do not want to become 
pregnant again, start using birth control as soon as your pregnancy ends or before you start 
having sexual intercourse again. 


Medicines are sometimes prescribed for purposes other than those listed in a MEDICATION 
GUIDE. For more information, ask your provider for the information about Mifeprex that is 
written for health care professionals. Ask your provider if you have any questions. 

This MEDICATION GUIDE has been approved by the U.S. Food and Drug Administration. 

Rev 2: 7/19/05 


Danco Laboratories, LLC 


P.0, 80X4816 
Nevj York, NY 10185 

1.87?,4 EARLY OPTION 
(1.877.432,7596) 


www.earlyoptlonpin.com 
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September 6, 2006 


O. Carter Snead 
Associate Professor of Law 
University of Notre Dame 
311 Law School 

P. O. Box 780 

Notre Dame, IN 46556 

Re; Subcommittee Hearing, “RU-486: Demonstrating a Low Standard for Women's 
Health?” 

Dear Mr. Snead: 

Thank you very much for your testimony on May 1 7, 2006, before the 
Subcommittee on Criminal Justice, Drug Policy and Human Resources. Due to the 
limited amount of time available for the hearing, we were unable to address all of the 
issues involved. To better help the Subcommittee understand these significant issues, we 
are submitting to you the attached list of questions for the record. 

In order to help the Subcommittee move forward with its work on this subject, we 
request that you respond to these questions in writing no later than the close of business 
on Friday, September 22, 2006. Yotir answers will be included in the written record. 

Thank you very much for yoiu* time and assistance. If you have any questions, 
you may have a member of your staff contact Kimberly Craswell at 202-225-2577. 

Sincerely, 

Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, 

Drug Policy and Human Resources 


Enclosure 
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1 . If the FDA was to pull RU-486 from the market, it is likely the issue will be 
litigated. What are some of the potential legal theories which might be the subject 
of future lawsuits, and do these legal tiieories have merit? 

2. How is a drag withdrawn using an “imminent hazard” test, and how broadly has 
“imminent hazard” been interpreted by the courts? It appears to be quite rare that 
a drag is withdrawn from the market without the volimtary cooperation of the 
manufacturer. Why might this be the case? Are you familiar with any situation 
where a drug was forcibly withdrawn by the FDA? If so, what was the outcome? 

3. What kind of deference is accorded to the Secretary of HHS when courts review 
his or her finding of "imminent hazard"? 

4. What if there is a division of respectable medical authority on the presence or 
absence of an imminent hazard? 



401 


To: Chairman Mark E. Souder 

From: Professor O. Carter Snead 

Re: Subcommittee Hearing, “RU-486: Demonstrating a Low Standard for Women’s 

Health?” [Responses to Written Questions] 

Date: September 22, 2006 


Question 1: FDA’s authority to withdraw RU-486 and potential challenges 

If the FDA were to remove RU-486 from the market, the legal issues that would arise depend 
entirely on the mechanism used by FDA to achieve this result. It is thus difficult to answer this 
question in the abstract. Put most generally, the questions presented would relate to whether or 
not the FDA possesses the statutory authority to take such action. If such authority were found, 
litigants would perhaps challenge the nature and scope of the FDA’s action pursuant to such 
authority. As I mentioned in my testimony, FDA has numerous sources of authority to withdraw 
products from the market. It could invoke the traditional withdrawal provisions authorized by 
Section 505 of the Food, Drug and Cosmetic Act (along with the relevant implementing 
regulations). Because RU-486 was approved under Subpart H, FDA has additional authority at 
its disposal to withdraw this product, provided that the regulatory criteria are satisfied. 

As I mentioned in my testimony, grounds for withdrawal under the traditional approach include a 
finding (following notice and an opportunity for a hearing) that: (i) That clinical or other 
experience, tests, or other scientific data show that the drug is unsafe for use under the conditions 
of use upon the basis of which the application or abbreviated application was approved; or (ii) 
That new evidence of clinical experience, not contained in the application or not available to 
FDA until after the application or abbreviated application was approved, or tests by new 
methods, or tests by methods not deemed reasonably applicable when the application or 
abbreviated application was approved, evaluated together with the evidence available when the 
application or abbreviated application was approved, reveal that the drug is not shown to be safe 
for use under the conditions of use upon the basis of which the application or abbreviated 
application was approved; or (iii) Upon the basis of new information before FDA with respect to 
the drug, evaluated together with the evidence available when the application or abbreviated 
application was approved, that there is a lack of substantial evidence from adequate and well- 
controlled investigations as defined in §314.126 . that the drug will have the effect it is purported 
or represented to have under the conditions of use prescribed, recommended, or suggested in its 
labeling; or (iv) That the application or abbreviated application contains any untrue statement of 
a material fact; or (v) That the patent information prescribed by section 505(c) of the act was not 
submitted within 30 days after the receipt of written notice from FDA specifying the failure to 
submit such information. 

Under the relevant withdrawal provisions of Subpart H, the FDA can (following notice and an 
opportunity for a hearing) withdraw approval for any of the following reasons: (1) A 
postmarketing clinical study fails to verify clinical benefit; (2) The applicant fails to perform the 
required postmarketing study with due diligence; (3) Use after marketing demonstrates that 
postmarketing restrictions are inadequate to assure safe use of the drug product; (4) The 
applicant fails to adhere to the postmarketing restrictions agreed upon; (5) The promotional 
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materials are false or misleading; or (6) Other evidence demonstrates that the drug product is not 
shown to be safe or effective under its conditions of use.* 

If FDA were to invoke the above provisions to remove RU-486 from the market, adverse 
litigants would likely challenge the application of the relevant criteria to the factual 
circumstances presented. It would be impossible to judge the merits of such challenges without a 
concrete set of facts. 

Question 2,3 and 4; Imminent Hazard Authority 

As I mentioned in my testimony, the “imminent hazard” authority authorizes Secretary of Health 
and Human Services to suspend approval of an application and then afford the applicant an 
opportunity for an expedited hearing.”^ This authority, vested solely in the Secretary of HHS 
(i.e., it is nondelegable), is perhaps the most dramatic mechanism that could potentially be 
wielded against mifepristone. 

Given its sweep and force, it is a little surprising that “imminence” is not defined narrowly, The 
seminal case in this domain held that “imminence” is “not to be restricted to a concept of crisis.”^ 
The term is defined and the criteria to be considered are set forth in 21 CFR 2.5: 

(a) Within the meaning of the Federal Food, Drug, and Cosmetic Act an imminent hazard 
to the public health is considered to exist when the evidence is sufficient to show that a 
product or practice, posing a significant threat of danger to health, creates a public health 
situation (1) that should be corrected immediately to prevent injury and (2) that should 
not be permitted to continue while a hearing or other formal proceeding is being held. 

The imminent hazard may be declared at any point in the chain of events which may 
ultimately result in harm to the public health. The occurrence of the final anticipated 
injury is not essential to establish that an imminent hazard of such occurrence exists. 

(b) In exercising his judgment on whether an imminent hazard exists, the Commissioner 
will consider the number of injuries anticipated and the nature, severity, and duration of 
the anticipated injury. 

As with all of the aforementioned mechanisms for withdrawal, the Secretary’s “imminent 
hazard” authority is ultimately subject to judicial review. But, as with the aforementioned means 
of withdrawal discussed above, courts are enormously deferential to the Secretary’s conclusions 
in this context. As the court in Forsham made clear, to reverse the Secretary’s decision, the 
challenging party must demonstrate “a substantial likelihood that the decision was a clear error 
of judgment and that [the Secretary] failed to articulate any rational connection between the facts 
submitted to him and the choice he made.”’* The District Court will only reverse the decision if it 
finds that the decision in question was “arbitrary and capricious, an abuse of discretion, or 


' Id. 

^ Id. 

^ F orsham v. Califauo, 442 F, Supp. 203 (D, D.C. I977)(this case appears to be the only instance in which the 
“imminent hazard” authority of the HHS Secretary has invoked). 

■'Id. 
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otherwise not in accordance with the law.”^ This is an enonnously high burden for the 
challenging party to sustain. It is made more difficult by the court’s further holding that the 
challenging party will not prevail merely by demonstrating that there is a difference of opinion 
among “respectable scientific authority” on the question of whether the hazard can be properly 
characterized as “imminent.” * Nor can the challenging party prevail by noting that the evidence 
relied upon by the Secretary “had [previously] been available for some length of time.”’ 

Turning to the present case, if the Secretary of Health and Human Services were convinced that 
mifepristone presented a serious risk to public health, he or she could invoke this rarely used 
provision to immediately suspend its approval. If Forsham is a reliable guide, it is likely that 
such a decision would receive maximal deference from the courts (provided the decision was 
rooted in persuasive evidentiary support). 

Final Thoughts: 

The most pressing question, in my view, raised by the hearing is whether and to what extent 
Danco Laboratories has complied with the conditions of approval imposed by Subpart H. The 
regulations prescribed by Subpart H were devised to expedite the approval of drugs intended to 
treat “serious or life-threatening illnesses,” where such drugs imposed a greater than normal 
acceptable risk to the patient. That is. Subpart H was designed in part as an alternative means of 
approval for useful drugs that would otherwise fail the traditional rislobenefit calculus required 
for FDA approval. Subpart H facilitated approval of such risky (but apparently useful) drugs by 
imposing additional postmarketing restrictions above and beyond what was required through the 
normal mechanisms of approval.* In this way, the FDA was able to add another factor in favor 
of approval to the riskibenefit calculus. As the FDA explained in its Final Rule adopting Subpart 
H: “For drugs approved under the accelerated procedure regulations, the risk/benefit assessment 
is dependent upon the likelihood that . . . postmarketing restrictions will enable safe use.”* In 
other words, the postmarketing restrictions “aim to enhance the safety of a drug whose risks 
would outweigh its benefits in the absence of restriction.”’* 

Given the central importance of the postmarketing restrictions possible under Subpart H, it is not 
surprising that the failure to comply with such restrictions, or a showing that such restrictions are 
inadequate to assure safe use of the drug, result in an expedited withdrawal of the drug’s original 
approval. As the FDA noted in its Final Rule, “If . . . restrictions do not lead to safe use, the 
risk/benefit assessment for these drugs changes significantly. FDA believes that if that occurs, 
rapid withdrawal of approval as set forth in this rule is important to the public health.” 

In short, the FDA offered Danco an option for accelerated approval of RU-486 the cost of which 
was submission to additional restrictions. FDA has an obligation to vigorously investigate 


^ Id. 

’‘Id. 

'’U. 

See 2 1 CFR 3 14.520. See also, 57 FR 58942 (explaining that Subpart H applied to those circumstances where 
“FDA determines that a drag, effective for the treatment of a disease, can be used safely only if distribution or use is 
modified or restricted.”). 

’ 57 FR 58942, 58955. 

"‘Id at 58952. 
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whether Danco is in compliance with the relevant postmarketing restrictions, or in the 
alternative, whether such restrictions are inadequate to guarantee the safety and efficacy of 
RU-486. FDA would be justified in withdrawing approval if any of the following reasons 
obtain; (1) A postmarketing clinical study fails to verify clinical benefit; (2) The applicant fails 
to perform the required postmarketing study with due diligence; (3) Use after marketing 
demonstrates that postmarketing restrictions are inadequate to assure safe use of the drug 
product; (4) The applicant fails to adhere to the postmarketing restrictions agreed upon; (5) The 
promotional materials are false or misleading; or (6) Other evidence demonstrates that the drug 
product is not shown to be safe or effective under its conditions of use," 

In my opinion, the Subcommittee should pursue answers to these questions as a first priority in 
undertaking their oversight responsibilities. 


Id. 
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September 13, 2006 


Lisa D. Rarick, M.D. 

RAR Consulting, LLC 
215 Midsummer Circle 
Gaithersburg, MD 20878 

Re: Subcommittee Hearing, “RU-486: Demonstrating a Low Standard for 

Women’s Health?” 


Dear Dr. Rarick: 

Thank you very much for your testimony on May 1 7, 2006, before the 
Subcommittee on Criminal Justice, Drug Policy and Human Resources. Due to 
the limited amount of time available for the hearing, we were unable to address all 
of the issues involved. To better help the Subcommittee understand these 
significant issues, we are submitting to you the attached list of questions for the 
record. 


In order to help the Subcommittee move forward with its work on this 
subject, we request that you respond to these questions in writing no later than the 
close of business on Friday, September 22, 2006. Your answers will be included 
in the written record. 

Thank you very much for your time and assistance. If you have any 
questions, you may have a member of your staff contact Kimberly Craswell at 
(202)-225-2577. 


Sincerely, 

Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, 
Drug Policy and Human Resources 


Enclosure 
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1 . The FDA has acknowledged the deaths of eight women, nine life- 
threatening incidents, 232 hospitalizations, 116 blood transfusions, and 88 
cases of infection associated with mifepristone (marketed in the U.S. as 
Mifeprex, also known as RU-486). Is it reasonable to be concerned about 
the apparent danger this drug poses to women? Why or why not? If so, 
how should this concern manifest itself? When, and under what 
circumstances, should it manifest itself in the removal of mifepristone 
from the market? 

2. The consensus among the scientists who presented at the May 1 1 , 2006 
CDC conference was that mifepristone compromises the immune 
response, which would help to explain the five deaths by C. Sordellii 
infection, 88 other infections, and several of the other nine life-threatening 
events. Your own testimony, as the Democrats’ witness, is in conflict 
with that consensus. 

a. What is your opinion on the work of physicians like Dr. James 
McGregor, Dr. Esther Sternberg, and Dr. Ralph Miech, which 
identifies a mechanism by which mifepristone inhibits the immune 
system? 

b. In what ways, specifically, might this research be refiited? Are 
there any methodological flaws, or flaws in the analysis of the 
data? If not, doesn’t this work have serious implications for our 
understanding of mifepristone’s safety? 

3 . FDA has acknowledged 1 1 6 blood transfusions in association with the 
mifepristone drug regimen. In the U.S. trial alone there was one case of 
bleeding for 69 days, and another case of a woman bleeding for 45 days. 
Studies have shown there is a significantly lower risk of hemorrhage 
resulting from surgical abortion than there is for chemical abortion. Are 
you aware of another dmg or drug regimen which causes a similar amount 
of bleeding for similar amounts of time? In your opinion, how many 
transfusion cases would there have to be to demonstrate that the cost 
associated with this drug outweighs the benefit and to withdraw it? 

4. A memo, concerning the mifeprex approval application, dated May 7, 

1996 from the FDA Center for Drag Evaluation and Research to the 
Population Council states the following: 

“We. . .refer to our acknowledgement letter dated March 20, 

1996, which stated that the review priority standard for this 
application would be Standard (S). . .Upon further 
consideration of your application, we have concluded that it 
should receive a Priority (P) review.” 
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Furthermore, your own approvable letter of September 17, 1996, 
stated “[t]he review team has worked hard on this priority 
application.” (emphasis added). 

a. The decision to assign priority review status to a drag is 
based on whether “The drug product, if approved, would be 
a significant improvement compared to marketed products 
[approved (if such is required), including non-”drug” 
products/therapies] in the treatment, diagnosis, or 
prevention of a disease.”' Please explain the FDA’s 
treatment of pregnancy as a disease in this instance. Please 
also name other drags that have been assigned Priority 
review status for other conditions that are clearly not 
diseases. 

b. As the Democrats’ witness, significant parts of your oral 
testimony were devoted assuring the Subcommittee that 
Subpart H was not imposed to prioritize the approval 
process. It turns out, however, that mifepristone did 
receive a priority review, if not through Subpart H. Why 
weren’t you forthcoming about FDA’s granting of this 
special status to mifepristone? 

c. FDA documents show that medicines selected for priority 
review have a goal of a six month review period. The 
Division of Reproductive and Urologic Drug Products met 
that goal by issuing an approvable letter September 17, 
1996. What happened after this approvable letter? Why 
wasn’t the drug made available in 1996? 

d. What is the nature of the drugs reviewed at the same time 
as mifepristone which did not receive priority review 
status? Weren’t there other drags more deserving of 
Priority attention from the FDA than mifepristone, for 
which a safer alternative is already available? 

e. It is my understanding that the fee charged to a drug 
company for the review of a drag is contingent upon the 
review status it receives, and that “the review priority 
classification assigned at the time of filing will not change 
during the first review cycle and the user fee time frame of 
the original review cycle will be that based on the original 
priority.” Was the Population Council’s review fee less for 
the Priority review of mifepristone than if the Priority 
standard had been assigned at the begirming of the drag’s 
review? 

f. By what process was the review standard changed from 
Standard to Priority? Was this change initiated by the FDA 
or by the Population Council? Please explain in detail how 


‘ Center for Drug Evaluation and Research, Manual of Policies and Procedures § 6020.3 (1996). 
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this change came about. Please also provide all 
documentation related in any way to the original decision 
to assign Standard review status to mifepristone and the 
later change in its status to Priority review. 

5. The Division of Reproductive and Urologic Drug Products (the Division), 
which reviewed the mifepristone application, was created in 1996, the 
same year that the Population Council submitted its New Drug 
Application for mifepristone. 

a. How many people worked under you in the Division? 

b. How many people work in other Divisions in the Center for Drug 
Evaluation and Research? 

c. Did the creation of the Division reduce the amount of time that 
otherwise would have been spent on processing the mifepristone 
NDA, had the Division not been created? 

d. Please list all other drugs that the Division reviewed during the 
time period from the submission of the mifepristone NDA, March 
16, 1996, to your first approvable letter, dated September 17, 1996. 

e. What other approvable letters did your division issue during that 
same time period? 

f. What other products was your division responsible for reviewing 
in the time period after the first mifepristone approvable letter until 
your departure from the Division in December of 1999? What was 
the outcome of each NDA? 

6. In the Clinical Postmarketing Safety Review for mifepristone, dated 
November 15, 2004, Section 5.3.2 Review of Medical Literature for 
Safety of Alternative Mifepristone and Misoprostol Dosing Regimens, the 
FDA stated; 

“The DRUDP [Division of Reproductive and Urologic Drug 
Products] conducted a MEDLINE search to evaluate the relative 
safety of the alternative dosing regimens of mifepristone and 
misoprostol, focusing on the commonly used ‘off-labeT regimen of 
mifepristone 200mg with 800pg intravaginal misoprostol. Of 
particular interest were randomized, controlled trials." (Emphasis 
added.) 

In your oral testimony as the Democrats’ witness, you indicated that 
randomized trials were unwise. If it is unwise or unnecessary, why would 
the FDA be interested in seeing studies that subjected women to 
unnecessary inconvenience? Why if randomized studies are desirable, 
were they not required in the case of mifepristone, especially since the 
health of women was at stake? 
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7. The FDA has acknowledged the deaths of eight women, nine life- 
threatening incidents, 232 hospitalizations, 1 16 blood transfusions, and 88 
cases of infection associated with mifepristone. 

a. Please identify the negative consequences, if any, to women if 
mifepristone was withdrawn from the market pending an 
investigation into its link to C. Sordellii. Would you oppose this 
action? Why or why not? 

b. If a causal link between the use of mifepristone and the fatal C. 
Sordellii infection was established, would you support the 
withdrawal of this drug? 

8. Despite the multitude of known adverse events associated with 
mifepristone chemical abortions and acknowledged by the FDA, including 
8 deaths, 9 life-threatening situations, 232 hospitalizations, 1 16 
transfusion cases, 88 infections, and the fact that it is at least ten times 
more fatal than early surgical abortion,^ it is still available on the market. 
The FDA justifies the continued availability of mifepristone by referring 
to a risk / benefit analysis. 

a. The fatality rate for mifepristone is far greater than a surgical 
abortion in the first eight weeks of pregnancy. Furthermore, the 
FDA’s Medical Review, finalized on November 22, 1999 stated, 

“[tjhis method of pregnancy termination is of limited value 
because of the relatively short window of opportunity, [sic] in 
which it can be employed. Its safety and effectiveness is based 
on its use during the seven weeks following the first day of the 
last menstrual period. This means that most women would not 
suspect that they are pregnant and have a confirmatory 
pregnancy test until at least four weeks after the beginning of 
their last menses. This, then, leaves only a three week period 
for the women to secure this method of abortion. 

“Another disadvantage of this method. . .is the need for at least 
three visits to the medical facility [sic] including at least a four 
hours [sic] stay after the administration of the misoprostol. 


^ The mortality rate for women who procure a surgical abortion is 0.1 in 100,000 during the first 
eight weeks of pregnancy, the period for which RU-486 is available for women. Dr. Michael 
Green, based on usage rates of 460,000 and 4 deaths, suggested that the risk of death fi-om 
chemical abortion is ten times greater. See, Michael F. Green, M.D., Fatal Infections Associated 
with Mifepristone-Induced Abortion, Dec. 1, 2005, N. ENGL. J. MED 353;22 at 2318. Current 
numbers suggest, however, eight deaths in the United States, while, according to the manufacturer, 
575,000 women have used the drug. This works out to 1 in about 71,875, or 1.39 for every 
100,000, suggesting a Mifeprex fatality rate that is fourteen times greater than that with surgical 
abortion during the eight weeks of pregnancy. 
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“In addition, medical follow-up is required to ensure that 
surgical termination is performed in case the medical 
termination attempt fidls since misoprostol has been reported to 
be teratogenic in humans. . . 

“[In a study comparing medical and surgical abortion,] [t]he 
medical regimen had more adverse events, particularly 
bleeding, than did surgical abortion. Failure rates for medical 
abortion exceeded those for surgical abortion. . .Specific 
symptoms and adverse events, including cramping, nausea, and 
vomiting, were far more frequent among the medical than the 
surgical abortion patients. . .Three patients (all medical 
abortions) received blood transfusions. This is a serious 
potential disadvantage of the medical method. On the whole, 
medical abortion patients reported significantly more blood 
loss than did surgical abortion patients. 

“[In another study of 377 patients comparing mifepristone to 
surgical abortion] [f]our mifepristone patients required 
curettage for acute bleeding while no surgical patients did. 

Nine mifepristone patients required curettage to manage 
ongoing pregnancy while no surgical patients did. Five 
mifepristone patients required suction curettage because of 
incomplete abortion while no surgical patients did. Fourteen 
mifepristone and eight surgical patients required suction 
curettage for persistent bleeding. . .Mifepristone patients 
experienced significantly longer postprocedure bleeding than 
did surgical patients... Mifepristone patients reported 
significantly longer bleeding in all three gestational age groups. 
Overall, mifepristone abortion patients reported significantly 
higher levels of pain, nausea, vomiting, and diarrhea during the 
actual abortion than did surgical patients. . .Mifepristone 
patients were routinely offered oral narcotics for expulsion- 
related pain, and 78.5% used them. Mifepristone patients 
reported more problems during tlie follow-up interval than did 
surgical patients. Post-abortion pain occurred in 77. 1% of 
mifepristone patients compared with only 10.5% of surgical 
patients. Nausea or vomiting in the follow-up interval was 
common in the mifepristone group, but rare among surgical 
patients.” 

To an outside observer, it seems the only benefit of choosing 
mifepristone is the opportunity to avoid a surgical procedure that is 
less painful, more convenient, quicker, and exponentially safer than its 
chemical alternative. As the Democrats’ witness, explain what 
benefits a woman might gain from choosing a mifepristone chemical 
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abortion, and explain how these benefits outweigh the increased 
inconvenience, the increased discomfort, and the increased danger of 
infection, hemorrhage and death associated with mifepristone. 

b. Based on your knowledge and experience, is it uncommon for drugs to 
be withdrawn from the market while manufacturers investigate severe 
adverse reactions? Please provide some examples. 

c. Based on your knowledge and experience, is it uncommon for drugs to 
be withdrawn from the market when an association, rather than a 
causal relationship, with adverse events is identified? Please provide 
some examples. 

9. In your testimony as the Democrats’ witness you state that “the public can 
only have confidence in the FDA’s conclusion if it knows that it is 
impervious to political pressure.” The FDA functions as a reactive, not a 
proactive agency. It does not develop drugs itself, but rather investigates 
the safety and efficacy of drugs once a pharmaceutical industry files for 
approval of a drug. In the case of RU-486, however. President Clinton, 
HHS, the FDA, and the Department of State were involved in negotiations 
to bring the drug to the United States before any NDA was even filed. 
Furthermore, memos suggest that many of the scientific decisions about 
this drug were made before any New Drug Application was filed. 

a. By your own logic, then, isn’t it reasonable for the public not to 
have confidence in the approval of RU-486, given fiiat the 
approval process began only after political pressure was brought to 
bear by the Clinton Administration? 

b. Were you aware of the President or the Administration’s 
involvement in bringing RU-486 to the U.S. when you were 
involved in the drug’s approval? 

c. Are you aware of anyone from the Clinton Administration outside 
of the FDA coimnunicating with the FDA at any level regarding 
the mifepristone approval at any time before or during the approval 
of the drug? If so, please characterize the nature of each 
communication? 

10. A memo of reprimand with a handwritten date of January 22, 1997 from 
the Clinical Investigations Branch Division of Scientific Investigations,' 
Office of Compliance from the Center for Drug Evaluation and Research, 
stated in reference to two French trials for mifepristone: 

“From an evaluation of the inspection report and of the 
documents collected during the inspection, we conclude 
that you did not adhere to all good clinical investigational 
practices governing your conduct of the clinical 
investigations and the protection of human subjects. At the 
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close of the inspection, the FDA auditors presented you 
with a form FDA 483 which listed their observations. 

These included failure to follow the protocol in that 
subjects who smoked, were over 35 years of age, and 
exhibited lengths of amenorrhea greater than that allowed 
by the protocols were entered into the study. In addition, 
some laboratory and ultrasound reports could not be located 
in both studies.” 

a. Please explain what an FDA 483 form is, and what implications it 
might have for a drug trial. 

b. Were the studies mentioned in this memo the French trials upon 
which the approval of mifepristone was based? 

c. What were the details of all of the violations which the Clinical 
Investigations branch noted in their investigation? Please provide 
all relevant documentation. 

d. This reprimand was not mentioned in the Advisory Committee 
hearing or any other FDA docmnents, although the inspection was 
carried out beforehand. Has the FDA made any public statements 
about this reprimand? If not, why, considering that this study was 
so critical to the approval of mifepristone, and this is such a critical 
women’s health issue? 

e. Has the FDA looked into whether the documents lost were of 
women who experienced adverse events? 

f. In both French trials, participants were excluded because “neither 
an ultrasound nor a beta subunit HGC pregnancy test was 
performed to confirm pregnancy.” The FDA reprimanded the 
researchers for losing ultrasound and lab reports. Is it possible that 
these women were excluded because these records were lost, rather 
than the reason given — that a pregnancy test was never performed? 
It seems rather unlikely clinicians would fail to test women to see 
if they were pregnant. Do the numbers of those excluded 
correspond to the numbers of records lost? 

g. Does FDA often approve drugs on the basis of trials which do not 
adhere to good clinical investigational practices? Does it ever? If 
so, please provide examples. 

1 1 . On September 17, 1996, you issued a memorandum as Division Director 
that the priority application for mifeprex is approvable. On September 18, 
1996, the Center for Drug Evaluation and Research, after reviewing the 
Mifepristone application, issued an approvable letter. The determination 
was made in spite of the fact that the application relied on two French 
trials which the FDA had reprimanded and a U.S. trial that had not been 
completed. The FDA Medical Officer’s Review of U.S. Safety Data dated 
July 14, 1996, noted 
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“It is not possible to make a complete comparison of the serious 

adverse events reported in the United States trial and the pivotal 

French studies in the NDA, due to different definitions of SAEs and 

different adverse event reporting requirements in the two countries.” 

(emphasis added). 

a. Why, if France has different adverse event reporting requirements, 
is their data on adverse events acceptable as the sole basis for an 
approvable letter from the Division? 

b. \^y, since the French trials had been compromised, wasn’t 
another U.S. trial recommended? 

c. Why, if the French trials were adequate to recommend its use 
among the American population, as the Division’s approval of the 
mifepristone application before the completion of the U.S. trials 
suggests, was a trial even conducted in the United States? 

d. Why didn’t the FDA wait until the completion of the U.S. trial to 
hold the Advisory Committee hearings? 

e. Why didn’t the Division wait imtil the completion of the U.S. trials 
to issue an approvable letter? 

f. Can you name another instance where a drug was issued an 
approvable letter before the U.S. chnical trials were complete? 

Can you name another instance where any division issued an 
approvable letter based on two foreign trials which were 
reprimanded by the FDA and information from an incomplete U.S. 
trial? 

g. Is the fact that you characterized mifepristone as approvable - 
based on two faulty French trials, one incomplete U.S. trial, after 
only six months of consideration - evidence that there is a lower 
standard for women’s health at the FDA, especially when the 
special interest of abortion is involved? If not, can you point to 
another example of a drug which was characterized as approvable 
after similarly slapdash consideration? 

12. On July 18, 1996, the Executive Secretary of the FDA, Philip Corfinan, 
hosted a dinner for the members of the Advisory Committee for 
Reproductive Health Drugs, which voted 6-0 (with two abstentions) for 
the drug’s approval. 

a. Is dinner for the Conunittee, prior to its review of a drug and vote 
on its safety and effectiveness, part of standard FDA procedure for 
drug approval? 

b. Who paid for the diimer? Did the Population Council pay? Did 
the FDA pay? Please provide any relevant receipts. 

c. Who from the FDA attended the dinner? 

d. Who else attended the dinner? 

e. Did anyone from the Population Council attend the dinner? 
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f. Did anyone from the Clinton administration, outside the FDA, 
attend the dinner? 

g. Was the approval of the drug discussed at the meeting? 

13. In an interview with Choice! Magazine of Planned Parenthood^ the 
following exchange took place between your colleague (the other witness 
requested by the Democrats for the May 17 hearing). Dr. Susan Wood, 
and a representative of Planned Parenthood; 

Planned Parenthood: Now that you've gone, who is left to advocate 
from inside the FDA? 

Wood; “Many good people at FDA are still there. The Office of Women's 
Health is still there. I hope it will be able to continue the good work it was 
able to do before. People in the review divisions are still there, not just in 
the reproductive division, but elsewhere.” 

This statement names two divisions in which you worked during your 
career at the FDA. 

d. These statements are troubling, especially considering the forum. 
In your opinion, what type of “advocacy” is Planned Parenthood 
asking about? Abortion rights advocacy? 

e. If we are to believe that the FDA goes about the business of 
objectively investigating evidence for the safety and efficacy of 
drugs, what need is there for “advocacy” within the FDA? 

f. In your opinion, what sets the people in the reproductive division 
apart from the “people” referred to in this interview? Is it 
advocacy? 

g. Is recommending a drug as approvable after only six months of 
review and based on two faulty, non-controlled foreign trials and 
one incomplete U.S. trial, withholding the flaws of the pivotal 
studies from its Advisory Committee, assigning to it a Priority 
status, then announcing its approval to a list of women’s advocacy 
groups a form of advocacy? Is the general “wait and see” attitude 
of the FDA in the face of the multitude of serious and fatal events, 
which appears to be inconsistent with the FDA’s caution in other 
instances, another form of advocacy? 

14. Is the climate at FDA such that it is more likely to disbelieve or seek to 
discredit science-based evidence of the dangers of reproductive health 
technologies, like the evidence which demonstrates that mifepristone may 
cause serious hemorrhage, infection, and death? 


’ Laura Lambert, Meet Dr. Susan Wood, Nov. 23, 2005, available at 

http'.//www.plamiedDarenthood.org/news-articles-oress/Dolitics-policv-issneii/birth-control-access- 
preventioii/meet-dr-susan-wood.htm (last visited September 7, 2006). 
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Lisa D Rarick, MD 
RAR Consulting, LLC 
Reproductive Health and Regulatory Affairs 
215 Midsummer Circle 
Gaithersburg, MD 20878 
301.548.9750 
rarick215@comcast.net 


September 19, 2006 

Mark E Souder 
Chairman 

Subcommittee on Criminal Justice 
Drug Policy and Human Resources 
Congress of the United States 
House of Representatives 
Committee on Government Reform 

Re: Subcommittee Hearing, “RU-486: Demonstrating a Low Standard for Women’s 

Health?” 

Thank you for the opportunity to respond to your letter dated September 13, 2006. I have 
reviewed the list of questions and provide the responses here. Thank you for including 
these responses in the written record. 


1 . The FDA makes the decision of maintaining approval or removing a drug from the 
market based on a risk/benefit assessment. Any risks found with the use of mifepristone 
are reviewed. New risk information is assessed as balanced by benefits. New risk 
information is added to labeling. 

2. I was not present at the May 1 1, 2006 CDC conference. 

a. I understand that some evidence may point to an effect of mifepristone on the immune 
system - but 1 am not aware that “consensus” exists on this point. 

b. Among other things, this information needs to be corroborated in humans. The results 
in humans would allow more discussion of the impact or significance of any possible 
effects. 

3. Are you aware of.... Answer: No Second part; Same answer as number 1 . There is 
no specific number of transfusions that would result in withdrawal. Each case is 
considered and evaluated. 


Rarick response to Sept 13, 2006 questions 
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4. 

a. Priority review is also assigned when no other drug is available for the indication. 

Other examples of drugs assigned “priority” review status for conditions that are not 
considered traditional “diseases” would be those that meet the requirements for “priority” 
designation in any area. Other examples of drug review in conditions not traditionally 
considered as “diseases” would include conditions such as infertility, desire for 
pregnancy prevention (contraception), erectile/sexual dysfunction, urinary frequency, 
urinary urgency, postmenopausal hot flushes, and premenstrual syndrome. 

b. Subpart H and priority review are different designations. I would not agree that the 
subpart H designation had anything to do with the priority review designation. 

c. Taking an action within 6 months does not mean that the drug must be approved in six 
months. As your question indicates, the initial review did meet the priority review 
timeframe and resulted in an “approvable” action letter. Several further cycles of review 
were employed prior to the issuance of an “approval” action letter. Once a sponsor 
receives an “approvable” letter it is required to submit a “complete response” to that letter 
which starts another review cycle (six month cycle no matter if initially a standard or 
priority designation). The complete response is reviewed by the agency (six months) and 
an action is taken (again with all three options possible — nonapproval, approvable, or 
approval). 

d. The Division of Reproductive and Urologic Drug Products reviews applications as 
appropriate to this division. Priority review designation is made for products that meet 
the requirements for priority review (in this case, no other drug approved for the 
indication). 

e. I am not familiar with the specific details of the user fee system so am unable to 
respond to this question. 

f. I do not know the answer to this question, nor do 1 have any documents on this point. 

5. 

a. 1 do not recall the exact number of FTEs (full time equivalents) assigned to DRUDP. 

As you may be aware, the Division teams include members (chemists, statisticians, 
biopharmaceutics experts) who perform work within the Division but officially report to 
another Division. 

b. I believe the FDA could provide you with the number of FTEs currently in the various 
review divisions. 

c. No. 

d. -f. I no longer have access to this information. 

6. My comment was specifically that randomized, placebo-controlled trials were not 
reasonable for exploring drugs indicated for the termination of pregnancy. Comparing 
two methods of medical abortion is reasonable. Suggesting that women who want to 
terminate pregnancy enroll in a trial, in which half will be given placebo, is not logical. 
Natural history of pregnancy tells us that the vast majority of women who are pregnant 
will remain pregnant if given placebo. In the case of known natural history, trials can be 
performed without a concurrent comparison group as the protocol can call for a 
comparison to “historical controls.” This is often the case in contraceptive trials and is a 
logical approach to pregnancy termination trials. 
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7. 

a. I think this is a matter for discussion at the FDA. The negative consequences (reduced 
access, no alternative to surgical therapy, etc) would be considered along with the 
potential benefit. 

b. I would need much more information about the nature of the “causal link” in order to 
consider this question. 


8 . 

a. Again, this is a matter for discussion at/with the FDA. 

b. I am not familiar with any examples where a drug was withdrawn while investigated. 

c. Drugs are sometimes withdrawn based on associations — Vioxx and Baycol are 
examples. 

9. 

a. The review division accepted the filing of mifepristone based on the contents of the 
submission. 

b. I don’t recall if I was aware of involvement prior to my involvement in the drug review 
process (I was involved in the various cycles prior to actual approval). 

c. I was not aware of any such communication during my involvement with the review of 
mifepristone. 

10 . 

a. My understanding is that a form 483 is the inspectors’ tool for providing comments to 
sponsors resulting from an inspection. Inspections can be of clinical trial sites as well as 
manufacturing sites. The FDA would have more specific information about the form and 
its uses. 

b. I would need to see the referenced memo and medical officer review memos to answer 
this question. 

c. I have no access to information or documentation on this point. 

d. Form 483s provision is extremely common and serves as the Division of Scientific 
Investigations’ primary method of providing sponsors with comments. The findings 
would have been conveyed to the FDA review team and considered in their review. 

e. The form 483 reports that some documents could not be located. There is no mention 
in the quoted excerpt of whether the inspectors could not locate documents related to 
adverse events. 

f My understanding from the quotations provided is that some women were excluded 
from the study analysis because pregnancy tests were not performed. This is possible in 
clinical situations where pregnancy is obvious. It would not be expected that reports 
would be available for women who were excluded (as these women and their reports 
would not be part of the trial). 

g. I believe the Division of Scientific Investigations would be in the best position to 
provide information to answer this question. 
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11 . 

a. The acceptance of foreign data is the subject of a CDER “Guidance to Industry” and 
provides answer to this question 

b. The French trials were not considered “compromised.” 

c. The sponsor desired to perform a US trial. 

d. and e. The US trial was not a requirement of the FDA. 

f The FDA has answered this question in the past, but 1 don’t have immediate recall of 
the examples. I recommend asking the agency for this information, 
g. Again, as the questions posed here seem rhetorical, 1 am unable to answer them. 1 can 
confirm, again, that the mifepristone application was held to the same high standard as 
any other NDA reviewed at the FDA. 

12 . 

a. Dr. Corfinan organized this event, and I do not recall attending. I do not believe that 
dinner is a requirement for Ad Com meetings. 
b“ f. I have no information on these points. 

g. The general rule is that the Ad Com members are not to discuss the Ad Com topic at 
social events (diimer, lunch at meeting, etc). Since 1 was not there, I have no specific 
evidence one way or the other. 

13 

d. I believe the FDA’s Office of Women’s Health contains as part of its mission to serve 
as a “champion for womens’ health” which includes serving as an “advocate” for 
improved women’s health (as relates to regulated products). 

e. I believe the intent of this “advocacy” is to provide oversight regarding inclusion of 
women in clinical trials, oversee high priority projects for improvement in womens’ 
health as related to FDA-regulated products and to provide access for concerned women 
and organizations to dialogue with the FDA. 

f As I was not part of the interview you quote, 1 cannot comment on what meaning either 
individual ascribes to any word or phrase. 

g. As per 1 1 g.— this NDA was held to the same high standard as any other NDA reviewed 
at FDA. 

14. The climate at FDA is one of concerned, dedicated public health scientists and staff 
who consider their mission, calling and serious responsibility to be the protection and 
promotion of public health. 


Rarick response to Sept 13, 2006 questions 
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WASHINGTON 
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MEDICAL CENTER 


Department of Environmental and Occupational Health 
School of Public Health and Health Sciences 


October 13, 2006 


The Honorable Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, 

Drug Policy, and Human Resources 
House of Representatives 
Washington, DC 20510 

Dear Mr. Chairman, 

Thank you for the opportunity to follow up on the May 17, 2006 hearing entitled “RU- 
486: Demonstrating a Low Standard for Women’s Health?” held before the 
Subcommittee on Criminal Justice, Drug Policy and Human Resources of the House 
Committee on Government Reform. I include with this letter my responses to the 12 
questions for the record that you sent on September 6, 2006. I respectfully request that 
my responses and corresponding attachments be entered into the record for this hearing. 


Sincerely, 



Susan F. Wood, PhD 
Research Professor 
George Washington University 
School of Public Health and Health Services 
The Project on Scientific Knowledge and Public Policy 


The Project on Scientific Knowledge and Public Policy 
2100 M Street, NW • Suite 203 • Washington, DC 20037 • 202-994-0774 • fax 202-994-0011 
WWW.DEFENDiNGSciENCE.ORG 



420 


1 . In evaluating the benefits and risks of any medical product or procedure, FDA 
should examine all relevant data to assess whether a product should be 
approved, under what conditions and restrictions, what information needs to 
be available to health professionals and patients, and whether overall benefits 
outweigh the risks. Any identified risk is of concern and should be 
investigated appropriately. FDA has identified 5 deaths due to sepsis after a 
medical abortion which is approximate mortality rate of 1 in 100,000 uses. 

The response by FDA in working with CDC and NIH to carry out needed 
research, as well as providing important information to health professionals 
providing medical abortion and follow-up care is an appropriate response at 
this time. 

2. The objectives of the May 11, 2006 meeting, the Emerging Clostridial Disease 
Workshop, as stated in their final agenda were as follows: 

“Our goal of this public workshop is to identify research needs and 
priorities that will enable rapid progress in understanding the virulence, 
pathogenesis, host factors and nonantimicrobial risk factors contributing to 
reports of morbidity and mortality associated with Clostridium sordellii 
(C. sordellii) and Clostridium difficile (C. difficile) . 

The outcome of this workshop will be a draft research agenda that also 
provides recommendations for detecting cases and conducting surveillance 
of diseases and organisms.” 

This meeting was not designed to reach a consensus on the mechanism of 
action, but rather was gathering together a range of researchers and clinicians 
to assess the research needs. I disagree with your assertion that I oppose a 
consensus reached by the workshop. The research priorities identified 
demonstrate that from basic science to case reporting to better surveillance of 
pregnancy related mortality are all necessary to understand the deaths 
associated with C sordellii including those associated with mifepristone. I 
concur with the need for this research and surveillance and urge that this 
research be a priority for FDA, CDC and NIH. I attach the Summary of 
Proceedings (Attachment 1). 

3. Based on FDA analysis, the current US transfusion rate associated with the 
use of mifepristone is 0.035%. This is lower than the rate seen in the clinical 
trials submitted for product approval (rates of 0.15% and 0.2%). The 
transfusion rate for medical abortion is therefore not more than expected. 

4. Medical abortion provides an early and non surgical method for terminating a 
pregnancy. This option provides a method for women who do not wish to 
undergo surgery and anesthesia or for whom surgery is not medically 
appropriate. They may also prefer the abortion be more private. Research by 
Harvey et al. (Family Planning Perspectives, 33:5, 212-216, 2001, Attachment 
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2) measure the satisfaction by US women choosing between medical and 
surgical abortion and identify the factors that are associated with preferring 
either medical or surgical abortion, 

FDA has provided information that it is relatively uncommon for drugs to be 
withdrawn from the market while manufacturers investigate severe adverse 
reactions. In my experience, I was at FDA at the time that Lotronex was 
voluntarily withdrawn from the market by the manufacturer and then returned 
under more restricted distribution. 

I am not aware of any drugs that have been withdrawn for safety reasons that 
were based solely on an association with adverse events. 

5. It is my understanding that FDA does not concur that the numbers of deaths 
you identify are due to a direct drug effect of mifepristone. Regardless, 
withdrawal of this FDA approved method of medical abortion would remove 
a safe and early medical method for women terminating a pregnancy. Based 
on current knowledge, I would not support withdrawal of mifepristone from 
the market. 

6. In my testimony and based on my reading of the presentations and 
recommendations of the CDC workshop, I call for increased research in the 
possible impacts of mifepristone on the immune system, the nature of the 
infections and human response to infection by C. sordellii and its connection 
to termination of pregnancy, whether through medical abortion, miscarriage or 
delivery. The workshop participants including the scientists and clinicians 
whom you identified delineate a wide range of research needs in order to 
address the deaths due to C. sordellii. I do not question the particular studies 
cited, and the hypotheses put forward are worth further investigation. 

My testimony does not rule out a possible impact of mifepristone on the 
immune system, but questions whether there is adequate evidence to link any 
impact on the immune system to the infections by C. sordellii and the deaths 
due to this infection. My testimony calls for additional research in all of these 
areas, to begin to establish any identifiable risk factors to help prevent and 
treat infection from C. sordellii. 


7. The mission of the FDA Office of Women’s Health is to be the “champion for 

women’s health, inside and outside the Agency” (Attachment 3). It has served 
in this role since its creation in 1994 and I express my continued hope that it 
will still be able to advocate for good science and good decision making to 
promote the health of all women. 

I believe that the vase majority of the scientific and professional staff at the 
FDA are committed to ensuring that the best available evidence is was 
underlies FDA decisions and are committed to the public health mission of the 
Agency. 
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The review of mifepristone took place prior to my tenure at the FDA, however 
the total review and approval time took up to 54 months rather than the 6 
months you identify. The FDA Office of Women’s Health routinely 
announces information about FDA actions that effect women to women’s 
health organizations, health professional organizations, and other non- 
government organizations interested in women’s health. Any announcement 
by FDA OWH would have been part of this routine outreach. FDA has been 
rigorous in its tracking of adverse events due to the requirements that all 
healthcare providers who wish to prescribe mifepristone must report all 
adverse events, and has evaluated and responded to that information 
appropriately. 

8. My concern is always that good scientific and medical evidence drive the 
decisions made by the FDA. Unfortunately, that was not the case with the 
Plan B decisions which disregarded the strong agreements and 
recommendations by multiple levels of the scientific professional staff at 
FDA. See attached GAO report regarding the May 2004 initial denial of OTC 
status of emergency contraception and my perspective article in the New 
England Journal of Medicine from October 2005 (Attachments 4 and 5). 

In the case of mifepristone, the FDA scientific staff is continually evaluating 
the evidence and the actions taken by the Agency reflect the best available 
evidence and the recommendations of the scientific and medical staff. 
Women’s health is perhaps at higher risk of intervention from outside of the 
Agency for reasons that are not based on the scientific and medical evidence, 
and I urge that FDA be allowed to make its decisions independently and based 
on the best available evidence as evaluated by the scientific staff. 


My current position is that of Research Professor, George Washington 
University School of Public Health and Health Services, working as part of 
the Scientific Knowledge and Public Policy Project since July 2006. I have 
worked with a number of non-profit organizations as an advisor or consultant 
since ray resignation including RHTP and have done so quite publicly. 
Indeed on my Op-Ed piece in the Washington Post (March 1, 2006, 
Attachment 6) I am identified as a senior policy advisor to the Reproductive 
Health Technologies. However for several reasons, I do not believe it was 
relevant to my testimony on May 17 before the Subcommittee. By the time of 
the hearing, or even at the time I was invited to the hearing, I was no longer 
employed as senior policy advisor by RHTP. My work with them had been 
limited to a 6 month period between Nov. 1 and May 1 2006, and was focused 
on speaking around the country about the importance of using science in 
health policy decision-making specifically in the case of Plan B emergency 
contraception. The major message I was delivering was about good scientific 
evidence, proper FDA procedure, and the fact that access to emergency 
contraception for women over the age of 17 has the potential to reduce 
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unintended pregnancies and the need for abortion, something I think we all 
agree on. At the time I was or had been a consultant for RHTP, as well as for 
other organizations including WomenHeart, the National Center for Research 
on Women and Families, and the Union of Concerned Scientists. I was also 
an Adjunct Associate Professor at the American University School of 
Government. I also was a member of the board of Women’s Policy, Inc a 
non-partisan organization. I had also done one-time limited consulting jobs 
for several pharmaceutical companies. 

During my time traveling and speaking on “Women’s Health, Emergency 
Contraception and the FDA” (my usual title) I spoke to a wide range of 
organizations. These were based on invitations that came in after my 
resignation. I gave presentations to a number of women’s organizations, 
family planning and pro-choice organizations, and health professional 
organizations, but that is only part of the story. By that time I was also invited 
to give academic presentations to: Bowdoin College, Boston University 
School of Medicine, Drake University, Duke University, Emory University, 
Harvard University School of Medicine, Iowa State University, Princeton 
University, Stanford University School of Medicine, UCLA School of Public 
Health and School of Medicine, UCSF School of Medicine, University of 
Idaho, University of Illinois at Chicago, University of Michigan, University of 
New Hampshire, University of Washington, University of Wisconsin, Wake 
Forest University School of Medicine, and Washington University School of 
Medicine and School of Law, among others. 

As I was invited to testify due to my former position at FDA as Assistant 
Commissioner of Women’s Health and former Director of the Office of 
Women’s Health, as well as my years of additional experience within 
government, I didn’t feel it was necessary to include all of this very public 
information in my testimony. 

I am trained as a biologist, with specific training in cell biology with a PhD 
from Boston University with additional training and research experience in 
neuroscience at the Johns Hopkins University School of Medicine. The 
primary point of my testimony was and remains that more research is 
critically needed both in the area of the potential effect of mifepristone on the 
immune system in both animal and human models, as well as in improving 
research and surveillance on maternal mortality due to C. sordellii infection 
and other causes of maternal mortality and morbidity. 

Speaking and giving lectures, as well as giving testimony upon request by 
Congress, is consistent with my commitment to working with our science 
based agencies, the medical and research communities, policymakers and 
those who advocate for women’s health to provide information, carry out 
research and promote the health of women and men. 
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10 . 

The CDC workshop speakers and participants discussed the need for further 
surveillance of maternal mortality to better evaluate the relationship between 
C. sordellii infection with pregnancy. Research initiatives into both maternal 
deaths due to C. sordellii and deaths after medical abortion due to C. sordellii 
are needed if we are to prevent and/or effectively treat this rare infection. 
This responsibility does not lie solely with FDA but also with our other 
research and prevention agencies, the NIH and the CDC. 

Broadening the research agenda to address the health of all women who may 
be at risk of this rare infection is not deflecting the blame but rather following 
the evidence in all relevant directions with the goal of preventing or treating 
C. sordellii infection. 

The Mission of the Reproductive Health Technologies Project is as follows 
(Attachment 7): 

“The mission of the Reproductive Health Technologies Project is to advance 
the ability of every woman of any age to achieve full reproductive freedom 
with access to the safest, most effective, appropriate and acceptable 
technologies for ensuring her own health and controlling her fertility. To 
fulfill this mission, we seek to build consensus in support of an education, 
research and advocacy agenda for reproductive health and reproductive 
freedom. We seek consensus throu^ a process of dialogue among diverse 
communities about technological developments and their global implications.” 

The Reproductive Health Technologies Project along with other women’s 
health and health care organizations sent an open letter to the CDC workshop 
members expressing their commitment to working with the research 
community and the Federal Agencies to address the emerging health risks due 
to C. sordellii. In part they state; 

“Like you, women’s health experts and advocates across the country are 
concerned by the deaths of four women from Clostridium Sordellii following 
medical abortion. According to reports from the CDC, we understand this is 
part of a larger pattern of fatal infection among obstetric and gynecologic 
patients.... We are hopeful that the technical expertise and resources 
represented by the convening agencies will be used to investigate the 
underlying pathology of these infections and evaluate different options for 
care... The signatories to this letter also want to express our commitment and 
willingness to work with public health professionals at a national and local 
level to better determine options for prevention and treatment in emerging 
clostridial infection, particularly as it relates to obstetric and gynecologic 
care.” See full letter, (Attachment 8). 


5 
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1 1 . Mifepristone was approved with additional restrictions upon the manufacturer 
and health care providers. Unlike other products, health care providers are 
required to report any serious events to the manufacturer, who then reports 
this to the FDA. The adverse event reports to the FDA are therefore far more 
complete than would be known through the usual Adverse Event Reporting 
System. 

12. Reports concerning infection in women following medical abortion with 
mifepristone should be evaluated along with other information including data 
from better surveillance of maternal infection, and further in vitro and in vivo 
studies to assess the impact of mifepristone on the immune system as well as 
the relationship of the end of pregnancy with risk of C. sordellii and other 
infections. 


6 
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Mark E. Souder 
Chairman 

Subcommittee on Criminal Justice, Drug Policy and Human Resources 

Committee on Government Reform 

Congress of the United States 

2157 Rayburn House Office Building 

Washington, D.C, 20515-6143 


Dear Chairman Souder, 

Thank you for your patience while completed my answers to the questions that you sent me. I 
have reproduced your questions in BLACK, and my answers in BLUE. I have also attached the 
following supporting documents which you should have received with this email communication: 

1 . American College of Obstetrics and Gynecology Practice Bulletin Number 67, October 2005 
entitled Medical Management of Abortion. 

2. Abortion Reporting in the United States: 

An Examination of the Federal-State Partnership 

By Rebekah Saul 

Family Planning Perspectives 

Volume 30, Number 5, September/October 1998 

3. Letter from Mr. Walter Weber to Tommy Thompson, Secretary, Dept of 
Health and Human Services 

4. Reply to Weber letter from Julie Gerberding, Director Center for Disease 
Control 

5. Fatal Toxic Shock Syndrome Associated with Clostridium sordellil after 
Medical Abortion 

Marc Fischer, M.D., M.P.H., Julu Bhatnagar, Ph.D., Jeannette Guamer, M.D., 
Sarah Reagan, M.P.H., Jill K. Hacker, Ph.D., Sharon H. Van Meter, M.D., 

Vadims Poukens, M.D., David B. Whiteman, M.D., Anthony Iton, M.D., J.D., 
M.P.H., 

Michele Cheung, M.D., M.P.H., David E. Dassey, M.D., M.P.H., 

Wun-Ju Shieh, M.D., Ph.D., and Sherif R. Zaki, M.D., Ph.D. 

From the Centers for Disease Control and 
Prevention, Atlanta (M.F., J.B., J.G., S.R., 

W.-J.S., S.R.Z.); the California Emerging 
Infections Program, Richmond (J.K.H.); 
the Alameda County Coroners Office 
(S.H.V.M.) and Health Department (A.I.), 

Oakland, Calif.; the Department of the 
Coroner (V.P., D.B.W.) and the Department 
of Health Services {D.E.D.), Los Angeles: 
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and the Orange County Health Care 

Agency, Santa Clara, Caiif. (M.C.). 

n engl j med 353;22 www.nejm.org december 1 , 2005 


6.. Pregnancy Related Mortality Surveillance U.S. 1991-1999. Morbidity and Mortality Weekly 
Reports (MMWR) Surveillance Summaries Feb 21, 2003/ 52 (SS02); 1-8. 
http;//www.cdc.gov/mmwr/preview/mmwrhtml/ss5202a1.htm 


7. EARLY PREGNANCY TERMINATION WITH MIFEPRISTONE AND MISOPROSTOL 
IN THE UNITED STATES Irving M. Spitz , M.D., D.Sc., C. Wavne Bardin, M.D., Lauri Benton , M.D.,and 
Ann Robbins Ph.D. 

(N Engl J Med 1998;338;1241-7.) 


Questions and Answers: 


1 . Those who attended the CDC conference on May 1 1th, "Emerging Clostridial Disease" seem 
to have reached a consensus in that there is clearly a mechanism by which mifepristone 
interferes with the immune response, and that there is an association between the use of 
Mifeprex and infection with C. Sordelllii, which FDA has acknowledged has killed five 
women(reported) thus far, 

a. How does the medical community go about establishing a causal relationship? A causal 
relationship is based on the known facts in each individual case and the logical relationship 
between those known facts and established physiological processes. I will illustrate with an 
example from death certificates. In a death certificate, a medical personnel is asked to complete 
a document with a legal definition the "cause of death". This "cause of death" is recognized to 
be a chain of events which culminates in a death, as illustrated by the sections on the death 
certificate that the physician is required to fill out. In the case of a woman who dies from heart 
failure, for instance, the certificate will state: 

Cause of death: heart failure 

as a consequence of : cardiomyopathy 

as a consequence of : ischemic heart disease 

as a consequence of : hyperlipidemia. 

And in Michigan, an question must also be filled out: Did tobacco contribute to the death Y N. 

Thus, what actually killed the woman was high cholesterol which resulted in ischemic heart 
disease, which then resulted in her heart malfunctioning and this malfunction was eventually bad 
enough to kill her. 

So there is recognition of a "chain of causality” inherent in the public health documents that 
interface between medicine and the legal community. And the term "cause" Is taken at its face 
value to mean a link in that chain of causality. A cause is based on the known facts in each 
individual case and the logical relationship of different known and established physiological 
processes. 
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Is it proper to infer a causal relationship for C, Sordellii infection from the data available to us? 

Now back to the question of causal relationship in the case of the young women who died of 
Clostridium Sordellii sepsis after taking mifepristone. Young women are not known to die 
frequently of any cause, let alone the cause assigned by a physician/coroner in these cases. 

The examining coroner/physician looks at the unique circumstances of that individual case and 
puts together a logical sequence of pathophysiological events that match the findings of the 
clinical recoord and the autopsy. In this instance, the coronors in California have done what any 
other physician does in completing the death certificate; they assigned a chain of causal links. 

in the instances of these women, it was clear that: 

1 ) the individual(s) died of systemic inflammatory response syndrome (i.e. sepsis). 

2) It is clear from the autopsy and clinical records that no other know cause of this phenomenon 
was found except the presence of Clostridium sordellii in the endometrium. 

3) It is established, as discussed in the CDC meeting in Atlanta, that Clostridium sordellii can 
cause sepsis by producing lethal toxin. 

4) It was also demonstrated at the CDC meeting in Atlanta, that mifepristone can interfere with 
the cellular immune response to Clostridial lethal toxin, rendering an organism more succeptible 
to effects of Clostridial lethal toxin. 

5) It is clear from the individualfs) medical records that each of these women were exposed to 
mifepristone days before dying of sepsis. 

6) In the absence of any medical literature anywhere which supports Clostridium sordelii sepsis 
or lethal toxin induced sepsis occurring in a pregnant woman with a live fetus, it is clear from the 
clinical record that such a phenomenon would not have happened had an abortion not been 
undertaken. 


Thus, it is a straightforward matter to assign the cause of sepsis to mifepristone, and the 
California physician coroners did not hesitate to assign the cause of death to mifepristone. 


What other data is needed? No other data is needed to infer a causal relationship between 
death from C. sordellii sepsis and mifepristone. 

Postmarketing studies, which had been required by the FDA at the time of approval of 
mifepristone, but which have never been completed, would serve to delineate the statistical 
frequency of death from C. sordellii sepsis. From the estimates so far that can be made one can 
estimate that at least one woman in every 100,000 mifepristone abortions will die from C. sordellii 
sepsis. 


b. Do you recommend leaving Mifeprex on the market while investigations into a causal 
relationship between Mifeprex and serious adverse events move forward? No. To continue 
to allow women to be exposed to a drug with at least a 1 in 100,000 chance of death from sepsis, 
when the alternative, surgical abortion, results in an estimated rate of death which is ten times 
less, is irresponsible. 

Furthermore, the risks of hemorrhage during mifepristone abortions are estimated to be ten to a 
hundred fold higher than during surgical abortions. In the U.S. clinical trial by Spitz 2.6% of 
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women required emergency surgery for hemorrhage, which means that of every 1 00,000 
mifepristone abortions, 2,600 women will require emergency surgery for severe bleeding. Spitz 
also found that 200 women of every 1 00,000 abortions will require transfusions. Recall also that 
these numbers were generated under the best clinical circumstances of a clinical trial, with 
women being carefully followed for complications. 

Further, Jensen, one of the priciple investigators during the U.S. clinica trial, compared surgical 
abortion complications to medical abortion complications and found 12.5% underwent 
emergency surgery for acute bleeding. This means that at his site, 12.5 out of every 
hundred women had to have emergency surgery for hemorrhaging. In constrast when he 
examined the results of the surgical abortion patients. No women in the surgical group 
required emergency surgery for acute bleeding. 

These numbers have been grossly reflected in the Adverse Event reports already 
submitted to the FDA. Further delay in withdrawal of this drug will only result in 
further excess deaths and transfusions at a predictable rate, all preventable. 

Since the failure rate of mifepristone is between 8 and 25% depending on the gestational 
age at which it is administered, no patient should be offered mifepristone without access 
to services for surgical completion. This means that women who are offered 
mifepristone should by definition have access to surgical services which are by far less 
dangerous. 

There is no reason to leave mifepristone on the market any longer. 


c. Is it common for the medical community to be as cautious as the FDA and Danco have 
been in the case of Mifeprex in inferring a causal relationship for data which seem to 
clearly indicate one? 

It is not common for a pharmaceutical to exercise as little caution as has Danco and the 
FDA in the case of mifepristone associated adverse events. FDA and Danco have been 
irresponsible in their treatment of the Adverse Events associated with Mifeprex use. 

The entire purpose of requiring 2 controlled randomized trials prior to approval of a drug 
is to be able to delineate the safety and efficacy of a drug while minimizing the inherent 
bias of the investigators. Those studies are supposed to be designed beforehand with a 
certain statistical power for determining the frequency of adverse events. 

Pharmaceutical companies delineate, before the trial is even performed, what number 
and nature of adverse events will result in no longer pursuing the development of the 
drug. And when that number is reached, the development of the drug is discontinued, 
or the drug is withdrawn from the market voluntarily. This has been illustrated by the 
fact that FDA has not had to forcibly withdraw a drug from the market for the past 20 
years, the drugs have voluntarily been withdrawn by responsible drug companies in the 
best interests of their patients. 


In contrast, the lack of any controlled or randomized trial design in the single U.S. 
clinical trial (the data of which was not even presented to the FDA Advisory Committee 
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before asking for their vote) prompted the Statistical Reviewer for the FDA to comment 
in the NDA documents that it was purely a matter of clinical judgement whether or not 
RU486 showed any meaningful therapeutic benefit when compared to surgical abortion. 
Contrast this comment with the usual detailed statistical analysis given any other drug in 
any other NDA of your choice. 

Since in fact a drug approved under Subpart H must show meaningful therapeutic 
benefit over standard care, then the approval process itself showed a cavalier disinterest 
in the actual scientific merits of the drug. Since the lack of any meaningful therapeutic 
benefit did not hinder the drug approval process, one might conclude that the FDA had 
decided that mifepristone was going to be approved, regardless of what the data actually 
revealed. 

This same attitude seems to prevail currently with both Danco and the FDA. When asked 
how many deaths, or how many transfusions would constitute grounds for withdrawal of 
approval, the answer from FDA officials was non-committal, implying that neither the 
FDA nor Danco has done any statistical analysis to determine when the risk to American 
women outweighs the benefit obtained from availability of medical abortion with 
mifepristone. This is highly irresponsible, and argues for the opinion that regardless of 
the number of deaths or injuries resulting from this drug, Danco and the FDA are 
"ideologically committed" to keeping this drug available. This ideological 
committment at the cost of a ten fold increase in mortality from sepsis, and increase in 
necessity for emergent surgical intervention, and increase in necessity for blood 
transfusions, is in direct conflict with the stated purpose of the FDA, which is to 
safeguard the health of the American people. 

Further, the reluctance of the FDA and Danco to acknowlege the role of mifepristone in 
what is clearly a causal chain of events in the deaths of the(at least) 5 women from 
Clostridium sordellii sepsis borders on a purposeful ignorance. This appears to be 
stemming from an ideological committment to keep mifepristone on the market, which 
cannot allow for objective analysis of data. The clear financial motivation for Danco to 
refuse to acknowlege the causal link and take the appropriate action of withdrawing 
mifepristone is self evident. 

2. The FDA has acknowledged the deaths of eight women, nine life-threatening incidents, 232 
hospitalizations, 116 blood transfusions, and 88 cases of infection have been associated witht he 
use of Mifeprex thus far. In light of this information, the prudent course of action would seem to 
be pulling the drug off the market while an investigation info the dangerous properties of this drug 
proceeds. In your opinon, what harm would come to women if this drug was pulled from the 
market during an investigation into Mifeprex's relationship to C. Sordellii infection? 

Examination of the American College of Obstetrics and Gynecology Practice Bulletin Number 67, 
October 2005 entitled Medical Management of Abortion, gives the recommended criteria under 
which medical abortion services are to be provided. Page 8 contains the following statements: 

"Because teratogenicity of medical abortifacients becomes an important issue if the pregnancy 
continues, patients must be informed of the need for a surgical abortion in the event of a failed 
abortion." 
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and also on Page 8: 

"Surgical curettage must be available on a 24 hour basis for cases of hemorrhage..." 

Thus it is clear that women who undergo medical abortion must have the option of surgical 
abortion services available to them. 

Since these women have the option of surgical abortion services available to them prior to 
undertaking a medical abortion procedure, then there is nothing that would prevent the woman 
from obtaining a surgical rather than a medical abortion. 

Since the risks of death from sepsis, hemorrhage, and transfusion are substantially less with 
surgical abortion than with medical abortion, then there is no detriment to women from 
withdrawing approval of mifepristone and no longer providing this more dangerous option. 

In brief, no harm would come from withdrawing mifepristone, and in fact, a net benefit of 
decreased numbers of deaths and infections and hemorrhages and transfusions related to 
abortion would result if mifepristone were no longer available in the U.S. 


3. In your testimony, you claim death from C. Sordellii is over 50 times more common in chemical 
abortion than it is in childbirth. Proposnents of the drug have suggested that the higher reported 
incidence of death is a symptom of the tight reporting requirements for the use of RU-486, rather 
than its higher incidence in patients who have had a chemical abortion. What is your response to 
that? 

Since death in pregnant women who has delivered is accompanied by a death certificate, it is 
highly unlikely that there are women who die during childbearing, whose death is not 
documented, and the causal event determined. In many states, maternal deaths are followed by 
an obligatory coroner's investigation. The number of maternal deaths is tracked by state and 
federal organizations as well as by hospital review committees, insurance companies, 
malpractice companies, pediatric and obstetrical organizations and other medical organizations. 
Attached also is a letter from Dr Gerberding, Director of the Center for Disease Control in 
response to questions about the validity of statistics in regard to maternal mortality and abortion- 
related mortality. She states at 2. " The live birth component of the pregnancy estimates (of 
maternal mortality) is highly reliable". 

It would be fantastically improbable that a disease like Clostridium sordellii, known in the medical 
literature, and with a very unique presentation, could account for the deaths of 1 in 100,000 
women who give birth, and this be unreported. Proponents who say that the difference 
between the rate of death from C. sordellii in childbirth as compared to medical abortion are 
postulating that 1 in 100,000 women who have children every year die of C. sordellii. So, in 
other words, they are claiming that there were 357 deaths from C. sordellii in pregnant women 
from 1991-1999. I would like to see the data which supports this preposterous claim. 

Since the clinical syndrome associated with C. sordellii sepsis is so unique and dramatic, and 
since all deaths of women in childbearing are followed by numerous investigative agencies, one 
would be hard pressed to provide evidence that there are a substantial number of maternal 
deaths from C. sordellii which go unreported or unrecognized. And the CDC itself, which has 
access to all of the national data, found a total of 8 cases of death from C. sordellii in all 
pregnancies from 1977 to 2001 ie in 24 years of childbearing statistics. 
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[n contrast, the reporting of abortion related complications is voluntary, incomplete and 
often inaccurate, as stated in the recent article by Saul (See attached), and as confirmed 
by Dr. Gerberding Director of the CDC in her letter addressing questions about the 
collection of data on mortality related to abortions (also attached) where she states 

" Estimates of all abortions are based on CDC's abortion surveillance system, which 
relies on state abortion reporting systems." 

(Saul details the brokenness of the state abortion reporting systems, many of which are 
voluntary, and several states submit no data whatsoever on abortions to the CDC.) 

Gerberding goes on to state " The nature of the surveillance systems make it difficult to 
obtain complete data. The PMSS (ie Pregnancy Mortality Surveillance System) compiles 
data from 50 states, the District of Columbia, and New York City. Abortion 
sui-veillance involves data from 47 states. District of Columbia and New York City. 

These systems are voluntary, (CDC does not provide renumeration for data) and rely 
primarily on death certificate data which may or may not provide information that the 
death was maternal or abortion-related." 

Further, the connection between a death from C. sordellii infection and mifepristone 
abortion is often missed, as evidenced by the fact that 3 of the deaths reported after 
mifepristone use were not even recognized as being caused by C. sordellii until the CDC 
investigation was undertaken. 

More inaccuracy in reporting deaths and other severe adverse events related to 
mifepristone occurs from fact that a significant percentage of women who present to the 
emergency room with complications do not reveal to the emergency room doctor that 
they have taken mifepristone. Since these ER doctors will not have access to the 
patients records from the abortion clinic, the complication will not be recognized or 
reported as being related to mifepristone use. 


4. When women begin to succomb to C. Sordellii infection, it presents like a miscarriag, 
if it presents with any symptoms at all. In terms of what symptoms and conditions 
indicate infection by C. Sordellii, does the California investigation mandated by the CDC 
properly take into account the unique properties of this diease? Is there anything else 
that the CDC could look for that would improve the study? 

I do not have access to the details of the study design being undertaken in California. 
However, it is clear that if a serious investigation is to be undertaken to detemiine rates of 
infections, deaths, hemorrhages and other adverse events related to mifepristone use, 
and in comparison to rates of these associated with surgical abortion, then there must be 
a mechanism to identify and compare women who have surgical vs mifepristone 
abortion, and to follow these women for complications. See study by Saul attached. 
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5. Since approval according to Subpart H guidelines requires a clinical benefit over 
existing treatments, should the FDA have required a concurrent trial comparing the 
safety and effectiveness of first-trimester surgical abortion vs. mifepristone-misoprostol 
chemical abortions? 

Yes, according to ICH-GCP guidelines a randomized controlled trial is the only way to 
eliminate inherent bias in the study. The FDA was required by it's own documents to 
require 2 randomized controlled trials as a basis for the NDA. 

As 1 addressed this above, the lack of any controlled or randomized trial design in the 
single U.S. clinical trial (the data of which was not even presented to the FDA Advisory 
Committee before asking for their vote) prompted the Statistical Reviewer for the FDA 
to comment in the NDA documents that it was purely a matter of clinical judgement 
whether or not RU486 show'ed any meaningful therapeutic benefit when compared to 
surgical abortion. Conli ast this comment with the usual detailed statistical analysis 
given any other drug in any other NDA of your choice. 

Since in fact a drug approved under Subpart H must show meaningful therapeutic 
benefit over standard care, then the approval process itself showed a cavalier disinterest 
in the actual scientific merits of the drug. Since the lack of any meaningful therapeutic 
benefit did not hinder the drug approval process, one might conclude that the FDA had 
decided that mifepristone was going to be approved, regardless of what the data actually 
revealed. 

Do any such studies exist? 

The following studies all incorporate the study design of a randomized controlled trial in 
the setting of medical abortion: 

Creinin MD, Vittinghoff £. "Methotrexate and misoprostol v. misoprostol alone for early 
abortion: A randomized controlled trial" JAMA 1994 272:1190-5. 

Jain JK, Dutton C, Harwood B, Meckstroth KR, Mishell DR, Jr. "A prospective 
randomized double blinded placebo-controlled trial comparing mifepristone and vaginal 
misoprostol with vaginal misoprostol alone for elective termination of early pregnancy" 
Human Reproduction 2002; 17: 1477-82. 

Bartley J, Brown A, Elton R, Baird DT. "Double blind randomized trial of mifepristone 
in combination with vaginal gemeprost or misoprostol for induction of abortion up to 63 
days gestation" Human Reproduction 2001;16:2098-102. 

These are well known studies, and the design of a randomized controlled trial could have 
easily been performed in the setting of comparing medical vs surgical abortion, since all 
of the trial participants agreed to have surgical abortion performed in the event of a 
failure of the medical abortion. 
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What were the results? 

The only study which compared the results of surgical abortion with mifepristone- 
misoprostol abortions using the patients from the U.S. clinical trial and comparing them 
with other surgical abortion patients was the study by Jensen (one of the principle 
investigators in the single U.S. clinical trial). 

Jensen JT, Astley SJ, Morgan E, NicholsMD, " Outcomes of suction curettage and 
mifepristone abortions in the United States: a prospective comparison study" 
Contraception 1999; 59:153-159 


Dr. Jeffrey Jensen compared 178 patients who 

underwent mifepristone/misoprostol abortions with 1 99 patients who later received 
surgical 

abortions at the same clinical site. The primary procedure failed (i.e., there was a 
subsequent 

surgical intervention) in 1 8.3 percent of the mifepristone-misoprostol patients and 4.7 
percent of 

the surgical patients. Of the mifepristone-misoprostol patients who failed their primary 
procedure, 12.5 percent required surgical intervention for acute bleeding, 43.8 percent for 
persistent bleeding, 1 5.6 percent for incomplete abortion, and 28.1 percent for ongoing 
pregnancy. By contrast, persistent bleeding was the sole cause for surgical intervention 
among 

the surgical abortion patients whose primary procedure failed.o In addition, 
mifepristonemisoprostol 

patients “reported significantly longer bleeding” and “significantly higher levels of 
pain . . . , nausea . . . , vomiting . . . , and diarrhea” than their surgical counterparts. 


There was clearly no therapeutic advantage demonstrated for mifepristone abortions as 
compared to surgical abortions in this paper, which is the only published report 
comparing the U.S. clinical trial participants with surgical abortion. In fact, 
mifepristone abortions failed more often, had more subsequent bleeding for a longer 
duration of time, had more emergency surgical intervention and were more painful than 
surgical abortions. 

6. Although clinical trials for RU-486 occurred in controlled clinical settings, it is now 
the practice of many abortionists to instruct women to administer misoprostol at home. 
In light of the significant risk of infection, hemorrhage, and other adverse events, is this 
prudent? 

No, it is clearly not prudent, nor were these regimens ever evaluated by the FDA for 
safety and efficacy. In fact, it is clear from FDA documents that the intent of approval 
of mifepristone as an abortifacient under Subpart H was to allay the concerns of those 
present at the advisory committee and within the FDA who were concerned about the 
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unrestrained use of this drug, and it's potential for serious hann to women. Subpart H is 
the only mechanism by which the FDA could possibly apply post-marketing restrictions. 
FDA made clear to Danco that failure to comply with postmarketing restrictions could 
result in withdrawal of approval of this drug. 

The 2000 Mifepristone Appro vable Letter sent from the FDA to Danco/Population 
Council, stated that FDA had "considered this application under the restricted distribution 
regulations contained in 21 CFR3 14.500 (Subpart H) and concluded that restrictions as 
per [21] CFR 314.520 on the distribution and use of mifepristone are needed to ensure 
safe use of this product". According to the FDA's own rules regarding Subpart H in 21 
CFR 314.520 " FDA may approve a treatment subject to special distribution or use 
restrictions that address outstanding safety issues". FDA uses Subpart H to place 
postmarketing restrictions on the use of a drug when FDA is concerned that "some drugs, 
however, are so inherently toxic or otherwise potentially harmful that it is difficult to 
justify their unrestricted use." FDA was willing " to approve such high risk drugs for 
early marketing if the agency can be assured that postmarketing restrictions will be in 
place to balance the known safety concerns." Postmarketing restrictions would be 
designed "to enhance the safety of a drug whose risks would outweigh its benefits in the 
absence of the restrictions". 

Y et, in the case of mifepristone, these restrictions have been completely thwarted, and 
the FDA has taken no action. 

On September 28, 2000, FDA approved mifepristone for termination of pregnancies 
up to 49 days gestation, under Subpart H, which FDA explained (in the Approval Letter 
to Sandra Arnold) "applies when FDA concludes that a drug product shown to be 
effective can safely be used only if distribution and use is restricted, such as to certain 
physicians with certain skills or experience." The FDA specifically approved a regimen 
that required the following: (available at 
http://www.fda.gOv/cder/foi/label/2000/206871bl.pdf) 

First visit: "Day One; Mifeprex Administration" the patient reads the medication guide, 
signs the Patient Agreement and ingests 600 mg of mifepristone; 

Second visit: "Day Three: Misoprostol Administration" the patient ingests 400 meg of 
misoprostol orally unless abortion has occurred and been confirmed by clinical 
examination or ultrasonographic scan, and 

Third visit: on or around "Day Fourteen: Post-treatment Examination" the patient 
returns to the practitioner for verification through a clinical examination or ultrasound 
that the pregnancy has been successfully terminated. 

Planned Parenthood, the single largest provider of mifepristone abortions in the nation, 
does not adhere to the FDA approved regimen, and openly endorses publically a regimen 
that differs from that approved by the FDA. 
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Multiple abortion provider websites openly advertise abortions to 63 days gestation, or 
regimens including the vaginal administration of misoprostol, skipping the second office 
visit, which was designed for the safety of the patient, and early identification of 
difficulties in the abortion procedure, and different doses of mifepristone and 
misoprostol, none of which were studied or approved by the FDA. Even the Medical 
Director of Danco openly advertised on his website regimens of administration of 
mifepristone and misoprostol which differed fi'om the FDA approved regimen. 


The FDA also outlined in the Approval Letter two Phase IV study commitments (Post 
marketing Study committments); 

1) "A cohort-based study of safety outcomes of patients having medical abortion under 
the care of physicians with surgical intervention skills compared to physicians who refer 
their patients for surgical intervention." and 

2) " A surveillance study on outcomes of ongoing pregnancies". 

FDA also stated that "previous study questions related to age, smoking and follow-up on 
day 14 (compliance with return visit) will be incorporated into this cohort study, as well 
as an audit of signed Patient Agreement forms" 

Danco/Population Council have fulfilled none of these study requirements. Yet, FDA 
has taken no action, even though the FDA is authorized to withdraw approval if these 
postmarketing restrictions are not met. 


Refusing to fulfill the postmarketing research studies, and changing the doses of 
mifepristone and misoprostol, and the conditions under which they have been 
administered has effectively led to a situation where the true safety of the currently used 
regimens have never been methodically studied, or examined in any unbiased fashion. 

Further, over 90% of the AER's reported to the FDA were from women who were given 
a regimen which differed from the FDA regimen. 1 00% of the U.S. women who have 
died have had a regimen which differed from the FDA regimen. So, currently we have 
the completely unrestricted use of a drug which the FDA rightly recognized to be "so 
inherently toxic or otherwise potentially harmful that it is difficult to justify their 
unrestricted use." and for whom restrictions were applied at approval "to enhance the 
safety of a drug whose risks would outweigh its benefits in the absence of the 
restrictions". 

Would you recommend FDA taking steps to prevent this practice, and why? 

In light of the known dangers of the current unrestricted use of mifepristone and 
misoprostol, and the inability to enforce any of the postmarketing restrictions that might 
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have limited some of the dangers of the approved FDA regimen, it is clear that the FDA 
needs to withdraw approval of mifepristone for use as an abortifacient. 


7. Other panelists at the Subcommitee hearing, and Mifeprex labelling both suggest that 
infection and hemorrhage are the expected complications of chemical, surgical and 
spontaneous abortion. Some proponents of chemical abortion claim that chemical 
abortion is safer than carrying a pregnancy to term. Are these assertions true? 

Chemical, surgical and spontaneous abortions all carry a risk of infection and 
hemorrhage. The question is the amount of risk associated with each of these 
procedures. Attached find an interesting corre.spondence between Weber and Dr. 
Gerberding, Director of the CDC regarding the accuracy of statistics gathered by the 
CDC. This correspondence will be referred to later in my answer. 

The math of risk calculation (% risk associated with a procedure) 

In order to do any comparison between statistics gathered on these procedures, one 
must first have an accurate numerator which is the number of times that an infection or a 
hemorrhage takes place in a chemical, surgical or spontaneous abortion, or a pregnancy. 

Then, one must have an accurate denominator which is the total number of times that a 
chemical abortion has taken place, or the total number of surgical abortions, or the total 
number of spontaneous miscarriages or the total number of pregnancies ending in birth at 
term. 

First consider the Denominator in mifepristone abortions: 

If the denominator (the total number of procedures) is falsely high, then the risk 
attributed to the procedure will be falsely low, (just as 1/5 is less than 1/3) So, in the 
case of chemical abortion, it is very significant that Danco cannot give the exact number 
of chemical abortion procedures done. 

Danco had been required to keep a count of all doses of mifepristone sold. However, 
those "doses" were packaged in a container of three 200mg pills, to give a total package 
dose of 600mg as approved by the FDA. Each package was to be accounted for by the 
manufacturer, and thus provide a baseline count of the number of procedures done. 

But when Danco distributed these "packages" to abortion clinics knowingly violating the 
FDA regimen, it became impossible to trace the number of procedures done, because 
each packet could now represent 1 procedure, or as many as 3 procedures. So, when the 
investigation of the C. sordellii deaths began, Danco was contacted by the CDC to 
provide a number of procedures performed with mifepristone, in order to obtain an 
accurate denominator. 

However, Danco was unable to provide an accurate denominator, but rather 
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guesstimated the number by taking the number of packets sold, assuming that 1 0% of 
the packets were stocked, then multiplying the remaining 90% by 3. 

(See discussion of the calculation of the number of abortions done in the attached paper 
by Fischer of the CDC on the C. sordellii deaths). This number of 460,000 quoted in the 
Fischer article represents the maximum number of abortions that could possibly have 
been done, assuming that all of the abortions in the country were done using an off-label 
dosing of 200 mg of mifepristone. Thus, the denominator tor all of the calculations of 
risk for mifepristone abortions is falsely elevated, and represents in reality the 
MINIMAL risk associated with mifepristone abortions. ( The maximal risk is actually 3 
times higher, if we assume that all abortions in the country were done using the FDA 
protocol) The real risk lies somewhere in between. 

So, in the case of the risk of death from C, sordellii sepsis in mifepristone abortions, 
(assuming that we are able to know the real numerator, which I will get to in a moment) 
if we assume that 4 is the real numerator at the time of the Fischer CDC paper, then the 
minimum risk of death is 4/460,000 or a little more than 1/100,000 as reported in the 
paper. However, the maximum risk of death is 12/460,000. The real risk lies between 
these two numbers (assuming the numerator of 4 is correct) 


Next, consider the Numerator in mifepristone abortions. 

Calculations of risks of an event in mifepristone abortions depends on knowing how 
many events actually happened. To detennine how many adverse events happen in a 
mifepristone abortion, Danco is relying on the number of adverse events reported 
through the voluntary AER reporting system. 

However, FDA explicitly states that the AER reporting system cannot be relied upon to 
calculate risk ratios, FDA spokespeople have stated in previously published 
communications that the AER system only captures between 1 and 1 0% of the actual 
adverse events which occur. And while recent FDA spokespeople have stated that in 
the case of mifepristone they believe that all the adverse events are being reported for 
mifepristone, they have provided no objective evidence that it is true. One may as 
easily state that one does not believe that all the events are being reported, and in fact 
there is more objective evidence for this position. 

This calculation of numerator is the reason why FDA put as a postmarketing restriction, 
the requirement of a postmarketing study to be done by Danco which looked 
prospectively at the real outcomes of abortions terminated with mifepristone. . Only a 
prospective study of the actual outcome of mifepristone abortions could reveal the true 
number of adverse events resulting from mifepristone abortions. This postmarketing 
study was never done. 

There is good reason to believe that the number of AERs reported to Danco and the FDA 
is a gross underestimation of the actual number of adverse events. The AER system 
depends on a medical per.sonnel who sees the patient to recognized that the adverse event 



439 


is related to mifepristone use. However, the medical personnel who most often treats 
the mifepristone abortion patients who are hemorrhaging or infected is the ER doctor, 
who does not have access to the woman's abortion records. If the woman does not 
choose to tell the ER doc that she has had an abortion, then there would be no way for 
the ER doctor to know or recognize that this adverse event is related to an abortion. 

This is especially true for minors, who are often brought to the ER by parents, and for 
whom the minor may have great hesitancy in revealing that an abortion has been 
undertaken. Older patients also may be hesitant to reveal the history of mifepristone 
abortion which would now appear in their medical record. Thus it is very likely that the 
number of AERs reported for mifepristone represent a gross underestimation of the actual 
number of adverse events that mifepristone is responsible for. 


Errors in calculation of live birth mortality 

See letter from Weber to Tommy Thompson, and the reply to Weber from Gerberding, 
Director ofCDC. 

The essence of the exchange is as follows: 

Normally to calculate the risk of death during some event, one would take the 
numerator to be the number of women who died during some event and put it over the 
denominator of the total number of women who had that event. 

However, in calculating "maternal mortality" from carrying to term, the CDC takes the 
number of women who have died during pregnancy at all gestational ages of all 
pregnancy related causes and puts this number over the number of live births. Now 
the number of women who have died at all gestational ages includes women who have 
died from elective abortions, spontaneous abortions, ectopic pregnancies, cancers, and 
live births all together. See Pregnancy Related Mortality Surveillance U.S. 1991-1999 
(MMWR Feb 21, 2003) attached. 

Now, according to the MMWR Pregnancy Related Mortality Surveillance, under Figure 
5, The distibution of pregnancy related deaths are attributed as follows: 

60% of pregnancy related deaths are related to live births 

10% of deaths are related to undelivered pregnancies (woman died while still pregnant at 
any gestational age) 

7% of deaths are related to stillbirths (infant bom dead) 

6% of deaths are from ectopic pregnancies 
0.3% of deaths are from molar pregnancies 

Then note: 

4% of deaths are directly attributable to abortions 

13% are deaths attributed to "an unknown outcome of pregnancy". 
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All of these are summed up in the term "maternal deaths". 

Now, as Gebherding has stated, the live birth component of this statistic is highly 
reliable. Virtually all live births are recorded. So to fall into a catagory of "unknown 
outcome of pregnancy" and have a death means that the possibility that this happened 
during a live birth is almost nil. The overwhelming likelihood is that deaths in this 
catagory, where the woman was known to be pregnant, then no one knows what 
happened to the fetus, are most likely to come from induced abortions. 

As pointed out in the Weber letter, and as confirmed by Gerberding as well, is the fact 
that live birth mortality is calculated as the number of "maternal deaths" over the number 
of "live births". The MMWR also confirms tliis within the text of the report 

"In this report, a woman's death was classified as pregnancy-related if it occured during 
pregnancy or within 1 year of pregnancy and resulted from 1 ) complications of 
pregnancy, 2) a chain of events that was initiated by the pregnancy, or 3) the aggravation 
fo an unrelated condidtion by the physiological effects of the pregnancy or its 
management." (MMWR Pregnancy Related Mortality Surveillance U.S. 1991-1999 
(MMWR Feb 21, 2003)). 

Now, this "maternal mortality" number is not the number of women who die from 
complications of live birth, which would in fact be actually 60% of the "maternal 
mortality" number, as per the distribution in Figure 5, However, this "maternal 
mortality" number is used by implication as the risk of carrying a pregnancy to term, as in 
the CDC article by Fisher on the C. sordellii deaths: 

"There are no available incidence data for pregnancy-related C. sordellii infections or 
toxic shock syndrome. However, overall rates of infection-related deaths after pregnancy 
are well described, from 1991-1999, 259 maternal deaths due to infection were identified 
after 35,701,875 live births in the United States ( footnote reference to the MMWR report 
Pregnancy Related Mortality Surveillance U.S. 1991-1999 MMWR Feb 21, 2003)." 

Thus Fisher uses data that were generated by CDC using the definition of "maternal 
deaths" as defined within the document and quoted above to include deaths related to 
live birth, abortion, ectopics, stillbirths, molar pregnancies and pregnancies with unknown 
outcomes” Note also that the quote by Fisher above states "infection related deaths 
after pregnancy” (italics mine) not infection related deaths after live births. 

Then note what that number is compared to a few paragraphs later; 

"From 1988-1997 25 maternal deaths attributed to infection after surgical abortion were 
reported after 13, 161, 608 surgical abortions at any point in pregnancy" 

Consideration of the article by Saul points out the inherent errors in this estimate, which 
come from lack of mandatory reporting of abortions themselves and the complications 
resulting from those abortions. 
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Thus, any comparison between the "risk of carrying a pregnancy to term" and the "risk 
of abortion" must keep in mind the sleight of hand being used in abortion statistics 
comparisons, and the abysmal lack of accuracy in the reporting of number of abortions 
and abortion related deaths and complications. 


8. In your testimony you highlighted the risk of hemorrhage associate with this drug. 
What are the medical reasons that this drug predisposes women to hemorrhage? 


It has been demonstrated from Spitz in the publication of the results of the U.S. clinical 
trial, that mifepristone abortions will fail 8% of the time when the woman is < or = to 49 
days, and this failure rate will increase to almost one out of every 4 women (23%) who 
uses mifepristone at 57-63 days gestation. As stated in the Spitz article, "Failures, 
defined as cases requiring surgical intervention for medical reasons, or because the 
patient requested it, or the abortion was incomplete, or the pregnancy was ongoing, 
increased with increasing duration of pregnancy." (Table one of the Spitz article shows 
that surgical intervention "because the patient requested it" accounts for 1 8/295 total 
failures or about 6%.) 

When mifepristone abortions fail, there is most often placental tissue left inside. As long 
as the uterus has placental tissue, the blood supply from the mother will continue to be 
available to the placental bed. If this tissue begins to separate, then it will bleed, 
sometimes heavily. This is the mechanism of bleeding which occurs in both 
spoiitimeous abortions and in mifepristone abortions. 

However, what separates bleeding in spontaneous abortions from bleeding in 
mifepristone abortions is the huge volume of blood lost in mifepristone abortions. 

The mechanism of this huge amount of bleeding in mifepristone abortions is not clear. 
What is clear from multiple articles is that the volume of bleeding noted with some 
studies of mifepristone abortions far exceeds the volume of bleeding in spontaneous 
abortions, as evidenced by the rate of necessity for emergency curettage and the rate of 
transfusions. See Harrison testimony submitted previously. 

One theory is that the lower levels of pregnancy hormones circulating in a woman's body 
during spontaneous abortion result in smaller placental volumes and thus less surface area 
from which to bleed. In comparison, mifepristone abortions are done on viable fetuses 
which have normal levels of circulating pregnancy hormones, and normal placental 
volumes and thus more surface area from which to bleed. 

It may also be possible that mifepristone or misoprostol may have a direct effect on blood 
vessel constriction of the spiral arteries which make up the maternal placental bed. 

There is some indirect literature to support this thought. 
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Respectfully submitted, 
Donna J. Harrison, M.D. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
CENTERS FOR DISEASE CONTROL AND PREVENTION 
FOOD AND DRUG ADMINISTRATION 
NATIONAL INSTITUTES OF HEALTH 

Emerging Clostridial Disease Workshop 
May 11, 2006 
Atlanta, Georgia 

Workshop Report 

The Department of Health and Human Services, Centers for Disease Control and 
Prevention (CDC), Food and Drug Administration (FDA), and National Institutes of 
Health (NIH) convened the Emerging Clostridial Disease Workshop. The proceedings 
were held on May 11, 2006 at CDC's Global Communications Center in Atlanta, 
Georgia. The list of participants is appended to the report as Attachment 1 . 

The goal of the public workshop was to identify research needs and priorities to enable 
rapid progress in understanding the vinjience, pathogenesis, host factors and non- 
antimicrobial risk factors contributing to reports of morbidity and mortality associated 
with Clostridium diKcile (C. d/ffic/fe) and Clostridium sordellii (C. sordellil). The 
workshop would also result in a draft research agenda with recommendations for 
detecting cases and conducting surveillance of diseases and organisms. 



Dr. Rima Khabbaz is the Director of the CDC National Center for Infectious Diseases. 
She welcomed the participants to the workshop and emphasized that CDC hopes the 
workshop will assist in focusing research and prevention efforts related to C. difficile and 
C. sordellii. CDC Is committed to strengthening its knowledge on the tremendous 
morbidity, significant mortality and increased disease severity associated with these 
serious and challenging infections. Dr. Khabbaz confirmed that CDC will respond to the 
input, recommendations and next steps provided during the workshop on research and 
surveillance to address C. difficile and C. sordellii. 


Report of the Emerging Clostridial Disease Workshop 
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Dr. Paul Seligman is the Associate Director for Safety, Policy and Communication in the 
FDA Center for Drug Evaluation and Research. He also welcomed the participants to 
the workshop and explained that reports have been emerging in the United States over 
the past few years on serious C, d/ffic/te and C. sordellii infections. C. difficile is a toxin- 
produced anaerobe that primarily occurs with antibiotic use and is generally 
manageable with established therapy. C. sordini was believed to rarely produce toxins 
or clinical illness. 

In 2005, however, CDC published reports of unusual patterns and characteristics of C. 
difficile and also published a case series of deaths from C. sordellii. These clusters 
raised important public health questions about Clostridium's microbiologic ecology and 
its relationship to fatal illnesses and pregnancy. CDC, FDA and NIH acknowledge the 
critical need to vigorously approach these issues with scientific rigor, conduct research, 
and perform surveillance to mitigate public health effects of C. difficile and C. sordellii. 

Dr. Seligman described individual and collective actions CDC, FDA and NIH will take to 
fill data gaps in C. difficile and C. sordellii. Jointly, the agencies will thoroughly review 
and discuss input and recommendations provided during the workshop as well as 
additional information submitted to the public docket. Each agency will post the 
workshop transcript, summary and materials submitted to the docket on its respective 
web site for public access and review. The agencies will produce a draft research 
agenda with recommendations for detecting cases, conducting surveillance, and 
enhancing knowledge of the virulence, pathogenesis and treatments for C. difficile and 
C. sordellii. The agencies will publish proceedings of the workshop in a (jeer-reviewed 
medical journal. 

Individually, CDC will closely analyze additional types of monitoring for healthcare- 
associated (HA) C. difficile infections and emerging community-associated (CA) 
infections. New and evolving risk factors for these diseases will be defined. Definitions 
and strategies will be developed to better monitor C. sordellii infections. 

FDA will establish realistic time-lines for obtaining more knowledge on the 
pathophysiology and etiology of C. difficile and C. sordellii and determining whether 
regulatory action affecting the appropriate use and availability of these drug products is 
warranted. NIH will continue to lead research on the pathogenesis and biology of 
emerging infections. Efforts will be made to encourage the research and product 
development communities to address C. difficile and C. sordellii in future research 
proposals. 
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PANEL 1 -SESSION 1; CLINICAL SYNDROMES, PATHOPHYSIOLOGY 
AND HOST FACTORS OF C. DIFFICILE 


The Panel 1 -Session 1 speakers made presentations to define the current emerging 
clinical syndrome, knowledge gaps and recommendations for basic, applied and clinical 
research for C. difficile. The four Panel 1-Session 1 presentations are outlined below. 



Dr. Dale Gerding is the Associate Chief of Staff for Research and Development at the 
Hines Veterans Affairs (VA) Hospital. He covered the following areas in his 
presentation. CDAD is acquired by ingestion of C. difficile spores. Prior antibiotic 
exposure places patients at risk for CDAD. Diarrhea that is mediated by toxins is the 
most common symptom of C. difficile, but severe colitis, sepsis and death may also 
result. FDA has not approved the use of metronidazole, rifaximin or nitazoxanide for 
treatment of CDAD. 

The current hypothesis is that CDAD occurs usually among hospitalized patients who 
have taken antibiotics and acquired a toxigenic strain of C. difficile but fail to mount an 
anamnestic IgG antibody response to toxin A, The four major clinical problems with the 
disease are (1) an inability to prevent CDAD in hospitals and other high-risk settings; (2) 
the lack of a sensitive and rapid diagnostic test for CDAD; (3) the absence of a 
treatment to prevent recurrence of CDAD; and (4) an inability to effectively treat 
fulminant CDAD. 

Several general principles are applied to diagnose CDAD. Stool culture is the most 
sensitive test for CDAD; the cell cytotoxin assay is the most specific test; and the 
enzyme immunoassay for toxins A and B is the most widely used test to diagnose 
CDAD based on a survey that was recently administered to infection control and 
disease physicians, but is only about 70% as sensitive as culture. Flexible 
sigmoidoscopy is rapid, but only has a 50% sensitivity rate in detecting 
pseudomembranes. A rapidly rising white blood cell (WBC) count is a clue to fulminant 
CDAD. 

In terms of current options for the treatment of CDAD, metronidazole and vancomycin 
are antimicrobial drugs that disrupt the flora and leave ~20% of patients susceptible to 
recurrence, relapse with the same organism or re-infection with a new organism. Newer 
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treatment possibilities include very narrow spectrum antimicrobial drugs, toxin-binding 
agents, biological agents that prevent re-colonization, and active and passive vaccines. 

A paper published in 2006 on the treatment of the first recurrence of CDAD showed the 
CDAD recurrence rate was correlated with age and length of hospital , stay. 
Metronidazole was not found to be inferior to vancomycin for treatment of the first 
recurrence of CDAD. Treatment of the first recurrence of CDAD with the same or a 
different agent made no difference in outcomes. Complications of shock, colectomy, 
perforation, megacolon or death were seen in 11% of patients with ttie first recurrence. 
This rate was higher than previously observed and is a caution to institute treatment of 
recurrences rapidly. 

A paper published in 2002 on multiple recurrences of CDAD showed the risk of a 
subsequent CDAD episode in patients with a previous recurrence was 45%. New C. 
difficile organisms caused 50% of recurrences. Anecdotal support was demonstrated 
for many empiric treatments, such as vancomycin regimens, biotherapeutic approaches, 
passive treatment with immunoglobulin, toxin-binding agents, and fecal reconstitution 
using espousal donors, however, no adequate randomized controlled trials are 
available. 

New clinical issues are emerging for C. difficiie. CDAD rates are increasing and a 
common epidemic strain was detected in the United States, Canada and Europe. More 
severe CDAD is being observed with higher rates of mortality and colectomy. The 
efficacy of metronidazole treatment is now being questioned. Disease in the community 
and peripartum cases may be increasing. The use of proton pump inhibitors (PPIs) may 
increase the risk for CDAD. Discharge data show that CDAD rates doubled in VA 
hospitals from 2000-2004 and similar rate increases are occurring in all US hospitals. 

A additional toxin known as binary toxin, variations in the tcdC gene and high-level 
resistance to fluoroquinolone antibiotics have been identified as three characteristic 
virulence factors of new strains. Fulminant CDAD appears to be increasing. Patients 
with fulminant disease may exhibit toxic megacolon, hypotension, sepsis. Ileus or 
perforation. A rapid rise in WBC counts may be a clinical clue. Delivery of antibiotics to 
ttie site of infection may be difficult. Surgical removal of the colon may be life-saving. 
Controlled trials to better manage patients and an improved clinical algorithm to decide 
on surgery are critical needs at this time. 

Three recent publications have raised controversies about the continued efficacy of 
metronidazole in treating CDAD. All three papers showed a higher failure rate of the 
drug in treating CDAD. Response rates decreased from ~95% to -75%, while 
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recurrence rates increased from ~20% to -30%. CDC received voluntary reports from 
four states over a 28-month period of 23 CA-CDAD cases and 10 peripartum CDAD 
cases. Of the CA-CDAD cases, 24% reported no antibiotic use in the previous three 
months. Of the two isolates recovered, both had the binary toxin gene, one had the 
tcdC gene deletion, and neither was the new epidemic strain. Of four particularly 
severe peripartum CDAD cases among pregnant women 20-31 years of age, three died 
and one underwent colectomy. 

Data from a U.K. general practice database were published in 2005 and showed 
alarming increasing rates of CA-CDAD. The rate of CA-CDAD Increased from 1/100.000 
to 22/100,000 in a ten-year period. The data showed a significant but far lower rate of 
antibiotic exposure than expected, significant rates of exposure to PPIs other antacid 
drugs and significant exposure to non-steroidal anti-inflammatory drugs. All of these 
new and emerging clinical issues emphasize the critical need for stronger research and 
strategies to prevent and treat CDAD. 



Dr. Ciaran Kelly is the Associate Professor of Medicine at Harvard Medical School. He 
covered the following areas in his presentation. Colonic luminal concentrations and 
colonization resistance Influence antibiotic susceptibility of C. difficile isolates. Antibiotic 
therapy disrupts colonization resistance of colonic microflora, but this area warrants 
further study. Research is also needed to identify antibiotics that are effective in 
treating C. difficile, but do not cause critical changes to the colonic microflora. 

Ampicillln, amoxicillin, cephalosporins, clindamycin and quinolones are the antimicrobial 
agents that most frequently induce CDAD and colitis. However, patients may develop 
CDAD through cytotoxic chemotherapy, colon preparation or inflammatory bowel 
disease without antibiotic use. Non-antibbtic-associated CDAD is rare in hospital 
settings, but may be more common in the community. Two published studies showed 
that only 36% and 65%, respectively, of CA C. diKcile patients had a documented 
history of antibiotic use. 

Exposure to C. difficile is more likely to occur in healthcare Institutions. A high number 
of spores are present in these facilities and both the environment and personnel can act 
as sources of C. difficile. A published study demonstrated the ability to culture C. 
difficile from several hospital locations and st^. Another study was conducted on the 
prevalence and acquisition of C. difficile among -300 patients on antibiotics in a high- 
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risk medical ward with a stay of >2 days. The study showed that 31% of the cohort was 
colonized at some point during the hospital stay. However, -50% of colonized patients 
will not develop disease, while the remaining 50% will develop CDAD. 

Toxin A was historically believed to be more important than toxin B due to its enterotoxic 
effect in animals. However, recent human studies and clinical observations have called 
this traditional theory into question. Data show that toxin B has an equal or greater 
injurious effect to the colon than toxin A in colonic explants and intestinal xenographs. 
Moreover, a small number of toxin A-negative/toxin B-positive strains of C. difficile were 
found to cause significant disease in humans, including severe pseudomembranous 
colitis. Both toxins A and B cause diarrhea and colitis. These data suggest that both 
toxins A and B are important in causing disease and need to be addressed by new 
agents. 

In addition to antibiotic use, age, co-morbidity, and innate and adaptive immune 
responses also serve as host factors to CDAD. Further research on the role of 
corticosteroids and the innate immune response in fulminant CDAD should be explored. 
The relationship between the adaptive immune response and CDAD also warrants 
further study because -60% of humans have serum IgG and colonic IgA antitoxin 
antibody. The current hypothesis is that the host immune response plays a pivotal role 
in determining the clinical outcome of infection with toxigenic C. difficiie. 

A study published in 2000 demonstrated high serum IgG antitoxin A levels in 
asymptomatic carriers of C. difficile. Another study published in 2001 showed high 
serum IgG antitoxin A levels were associated with a lower risk for recurrent CDAD. 
These data suggest that a primary immune response during a C. difficile episode 
appieared to be associated with protection against recurrence. 

Recent data and increased knowledge of the pathogenesis of CDAD provide 
opportunities to intenrene at different points in the progression of disease. The control 
of antibiotic therapy and prevention of exposure on colonization will continue to serve as 
important interventions. A memory response accounts for asymptomatic carriers and a 
primary immune response assists in protecting against recurrence. Newer antibiotics 
that are now being studied show promise in terms of having a narrower spectrum of 
activity and a smaller potential to be associated with recurrence. 

The targeted probiotic approach of using a non-toxigenic strain of C. difficile to 
purposely infect the patient and prevent infection with a toxigenic strain is worthy of 
additional study. Data from the current Phase III tolevamer trial demonstrate promise 
as a non-antibiotic strategy for treatment of C. difficile. A toxoid-based vaccine is 
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currently in Phase II studies. Several approaches for passive immunotherapy are being 
considered as mechanisms to protect high-risk persons, such as intravenous 
immunoglobulins, monoclonal antibodies against toxins A and B, and production of a 
hyper-immune globulin from vaccinated individuals who undergo plasmapheresis. 



Dr. Abraham Sonenshein, of the Tufts University School of Medicine, covered the 
following areas in his presentation. The relationship between C. difficile sporuiation and 
pathogenesis produces three major outcomes. Spores act as a reservoir of disease- 
causing organisms. Germination in the gastrointestinal (Gl) tract is essential for 
pathogenesis. Toxins A and B are only synthesized during sporuiation or the stationary 
phase. C. difficile would be unable to produce toxin, sporulate in the gut or spread 
disease if the organism had no ability to germinate in the gut. Cells can only sporulate 
in response to a nutritional limitation. 

The onset of sporuiation is accompanied by other adaptive responses, such as mofility 
and chemotaxis, secretion of degradative enzymes, transport of secondary nutrients, 
intracellular catabolic pathways, genetic competence, and antibiotic and toxin 
production. SpoOA-P is a major transcription factor for early sporuiation genes, while 
RNA polymerase sigma factors, dissociable subunits that direct RNA polymerase to 
specific promoter sites, turn on large groups of genes at specific times and in specific 
compartments of the spoulating cell. Ail sporuiation-specific sigma factors are 
recognizable in C. difficile. TcdR is a sigma factor for toxin gene transcription that is 
used for stressful conditions and the control of toxin synthesis. 

The C. difficile pathogenicity locus includes five genes, in addition to tcdB and tcdA 
genes, which encode two toxin proteins, the tcdE gene is suspected of encoding a 
holing- like protein. This protein may be responsible for the release of toxins into the 
environment. The icdR upstream gene is believed to act as regulatory protein. Recent 
studies demonstrate that tcdR protein is one of the alternative sigma factors for RNA 
polymerase. The protein interacts with the RNA polymerase core to direct the enzyme 
to specific promoter sites for tcdA, tcdB and the tcdR gene. 

The tcdR gene controls toxin synthesis in C. difficile and is also closely related to genes 
that control toxin synthesis or bacteriocin production in C. botuHnum, C. tetani and C. 
perfringens. A previous study demonstrated that the timing of toxin synthesis at protein 
and messenger RNA levels occurred at the end of rapid exponential growth. Spore 
formation is not believed to be essential for toxin synthesis, but a clear regulatory 
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connection exists between these two processes. No expression of toxin genes was 
found at any time during the growth cycle in the presence of glucose in the medium. 

Three physiological issues must be addressed to better understand the regulation of C. 
difTicile toxin gene expression: (1 ) the metabolic signal for nutrient deprivation; (2) the 
regulatory protein that senses the metabolic signal; and (3) the controlling mechanism 
between regulatory protein and expression of toxin genes. Previous studies on Badllus 
subtilis {B. subtilis) were used as a model to try to understand this regulation. 

The B. subtilis CodY protein serves as a repressor of hundreds of genes that are 
normally turned on as cells experience nutrient limitation. CodY homologs are nearly 
ubiquitous in low G+C gram-positive bacteria. CodY recognizes the GTP nucleotide 
and isoleucine amino acid or valine simultaneously in the cell. S. subtilis was used as a 
surrogate organism due to the inability to produce a CodY mutation in C. difficile. The 
study was designed to determine whether Inactivation of a codY gene in S. subtilis 
would affect the expression of C. difficile toxin genes. 

The deletion of the codY gene in S. subtilis resulted in greatly enhanced synthesis of 
expression of a toxin gene. This finding suggested that the Clostridium system was 
under the control of CodY for B. subtilis, but the experiment has not yet been replicated 
in C. difficile. An in vitro experiment demonstrated that the CodY protein of C. difficile 
depends on both GTP and branched chain amino acids to tightly bind to DNA. The 
tightest site of binding was found to be between two putative promoters that drive 
expression of the tcdR gene. 

The precise molecular mechanism is still unknown, but a model can be constructed for 
the expression of the tcdR gene. A related study showed that the tcdC gene encodes an 
anti-sigma factor blocking transcription of the A and B genes. A more refined model 
postulates that CodY protein acts as a negative regulator of the tcdR gene during rapid 
exponential growth and simultaneously stimulates transcription of the tcdC gene. When 
cells are iri the stationary phase. CodY loses its ability to bind to DNA and stimulate 
tcdC gene expression. In the absence of a genetic system in C. difficile, however, this 
model cannot yet be confirmed. 



Dr. Jimmy Ballard is an Associate Professor in the Department of Microbiology and 
Immunology at the Oklahoma Health Sciences Center. He covered the following areas 
in his presentation. From 1938 to the present, tremendous advancements have been 
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made in the study of C. difficile toxins, including the initial discovery and analysis, 
preliminary understanding of cellular activities, additional knowledge in the enzymatic 
mechanism of action, and the current focus on the atomic level. 

Toxins A and B are large clostridial and intracellular bacterial toxins in the type A 
subfamily of glucosyltransferases. The toxins are found in nearly all clinically-relevant 
isolates. Immunity to the toxins provides protection from CDAD. The toxins can disrupt 
cellular physiology: hydrolyze UDP-glucose; terminate signaling through proteins; and 
change cellular morphology, modulation of the mitochondria and important 
transcriptional impacts. 

Rho, Rac and Cdc42 are small GTP-bindIng proteins that regulate various events and 
act as targets to toxins A and B. Studies have shown that other targets may also be 
important for intoxication, but additional research needs to be conducted in this area. 
Toxin A results in several effects at the in vitro or cellular level, including cell rounding, 
caspase activation, modulation of the mitochondria, mitogen-activated protein kinase 
activation, apoptosis and cell death, and increased permeability of epithelial barriers. At 
the in vivo or host level, the effects of toxin A are lethal with fluid accumulation in rabbit 
ileal loops, neutrophil recruitment, mast cells and macrophages, reactivation of oxygen 
intermediates, chemokines, cytokine production and neuronal impacts. 

At the cellular level, toxin B intoxicates a wide variety of cell types and causes cell 
rounding, modulation of intracellular signaling pathways, caspase activation, disruption 
of tight junctions and numerous other impacts related to Rho proteins. At the host level, 
toxin B is lethal and may also cause systemic and enterotoxic effects. Many of the 
observed effects of toxin B may be directly attributed to the enzymatic domain. 

Studies are underway focusing on the receptor binding domains of toxins A and B. The 
receptor binding domain can provide protection against the toxin in animal models and 
may have the ability to engage multiple receptors when interacting with target cells. 
However, additional research is needed because at least 24 different toxinotypes of C. 
difficile have been identified. 

In addition to toxins A and B, C. difficile also produces a binary toxin with an A 
polypeptide that is enzymatic, functions as an ADP-ribosyltransferase and modifies 
actin in the cell. The binary toxin can be found in 6%-12% of isolates and is associated 
with recent epidemic strains of C. difficile. The binary toxin may also play an important 
role in colonization, but this area is poorly understood at this time. 
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The five members of large clostridial toxins are in the C. diWcUe, C. novyi and C. 
sordellii species with various levels of lethality. Studies were previously conducted to 
determine the frequency by which C. sordellii produces lethal toxin. An analysis of 
isolates from cadaver-derived tissue showed that only one produced tcsL, ail produced 
a neuraminidase, and a few produced a phospholipase. The isolates also produced a 
cholesterol-dependent cytolsyin that is found in many Clostridia species. 

GDC provided 25 clinical isolates of C. sordellii for the study, but not ail of the isolates 
produced lethal toxin and many did not produce any detectable cytotoxic factor. 
Additional research is warranted in this area because these findings are inconsistent 
with the standard paradigm for Clostridia. Most notably, Clostridia are known to 
produce very strong and potent toxins that rapidly cause serious disease. 

Several issues will need to be addressed in future studies to strengthen knowledge 
about C. difficile toxins, including (1) toxin B’s specific in vivo effects and contribution to 
GOAD; (2) the impact of increased expression of toxins A and B during disease; (3) the 
overall profile of substrate targets in mammalian cells; (4) specific receptors for toxins A 
and B; (5) the role of the binary toxin in disease; (6) the contribution of tcsL and other 
toxins to disease: and (7) the mechanism of pathogenesis in isolates that do not appear 
to produce enterotoxins. 





The Panel 1 -Session 1 presenters provided additional details about the clinical 
syndromes, pathophysiology and host factors of C. difficile in response to questions and 
comments from the participants. 


The lack of selectable markers, methods for simple transformation and 
recombination are some of the issues that increase the difficulty in 
advancing genetic manipulation techniques for C. difficile and C. sordellii. 
Research is needed to produce a viable genetic system and answer 
fundamental questions about C. difRcile. Technologies that might be 
applied include broad-host-range plasmids, gram-positive conjugated 
transposon Tn916, suicide plasmids and antisense RNA. However, more 
progress in genetics is expected to be made with C. sordellii because this 
organism is more sensitive than C. difficile to a variety of selectable 
markers. 

The antibody response against C. difficile is typically acquired by 2-3 
years of age. Neonates have an extremely high colonization rate and a 
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very low disease rate. Carriage of C. diWcile in the Gl tract is common in 
infants, but much lower in adulfa. Some research suggests that neonates 
and young infants do not express toxin receptors. Specific elements that 
make older persons more susceptible to C. difficile have not been 
identified at this time. 

Persons typically do not have high levels of colonization with C. decile 
upon hospital admission, but patients generally acquire the organism at a 
rate of -8% the longer the hospital stay. Data suggest that colonized 
persons who do not become ill are in a protected state. 

Minimal studies in humans have been conducted on colonization with C. 
sordellii. The published literature contains a paucity of stool or vaginal 
flora surveys for C. sordellii. 

Adherence factors of C. diffidie are important, but have not been 
extensively studied. However, some research has shown that altering the 
microflora of the gut changes the levels and types of expression of 
glycans on the surface of the epithelium. This process could change 
binding sites and cause antibiotics to facilitate C. difficile colonization. 
Another study has described a putative adhesion factor in C. difficile 
surface layer proteins that may act as adhesives. Other data indicate that 
antibody against surface layer protein A has a statistically significant 
protective effect. 

The association between age and fasting achlorhydria should be analyzed 
in the context of gastrin levels or pepsinogen in serum. Additional 
research should also be performed on the role of the Charieson index and 
other measures of global co-morbidity in C. difficile. 

Previous studies demonstrated that environmental contamination and 
carriers play an important role in spreading CDAD in hospitals. The data 
showed that 50% of sites in rooms of patients with diarrhea are 
contaminated with spores. Spores that are not physically removed or 
killed with bleach or hydrogen peroxide solutions can remain in the 
environment for several months. An overwhelming speculation is that 
contaminated hands of healthcare workers lead to the spread of spores to 
susceptible patients. 

Environmental sources of antimicrobial agents may perturb host-microbe 
relationships and disturb niches in the gut. Certain diets or food additives 
may predispose persons to C. diffidie. 


PANEL 1-SESSION 2: CLINICAL SYNDROMES, PATHOPHYSIOLOGY 
AND HOST FACTORS OF C. SORDELLII 
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The Panel 1 -Session 2 speakers made presentations to define the current emerging 
clinicai syndrome, knowledge gaps and recommendations for basic, applied and clinical 
research for C. sordellii. The five Panel 1 -Session 2 presentations are outlined below. 



Dr. Marc Fischer, of the CDC National Center for Zoonotic, Vector-Borne and Enteric 
Diseases, covered the following areas in his presentation. C. sordellii is a gram-positive 
anaerobic Bacillus that typically resides in soil and colonizes the Gl and genital tracts of 
healthy humans. C. sordellii is not commonly found in surveys of stool and vaginal 
flora, but the organism was isolated from musculoskeletal tissues of 3% of cadaver 
donors in a recent study. Lethal and hemorrhagic toxins determine the virulence and 
clinical manifestations of C. sordellii. However, lethal toxin is variably expressed by 
different C. sordellii strains and its cytopathic effects are altered by environmental 
conditions. 

Case reports have described C. sordellii as a cause of pneumonia, endocarditis, 
arthritis, peritonitis, corneal ulcer, bacteremia and wound infections. Including 
necrotizing fasciitis, myonecrosis, tissue allograft infections, neonatal omphalitis, 
postpartum endometritis and episiotomy infection. Fulminant TSS among previously 
healthy persons has been reported in only a small proportion of C. sordellii infections. 
C. sordellii TSS is an acute and rapidly progressive disease that is characterized by a 
lack of or minimal fever; refractory tachycardia and hypotension with no response to 
intravenous fluids; local edema at the infected site with subsequent pleural and 
peritoneal fusions; a marked leukemoid reaction; and an elevated hematocrit due to 
hemoconcentration. C. sordellii TSS is fulminant and most often fatal. 

From 1976-1993, six cases of C. sordellii toxic neonatai omphalitis were reported in the 
literature among infants 2-1 1 days of age. These cases were characterized by severe 
abdominal wall swelling, periumbilical erythema and discharge, and markedly elevated 
WBC counts. C. sordellii was isolated from the umbilicus, peritoneal fluid and blood. 
Five of these six patients died. From 1992-2000, four clusters of C. sordellii wound 
infections were reported among black tar heroin injecting drug users. Many of the 
infections contained C. perfringens and other soil contaminants. The presence of C. 
sordellii appeared to be associated with a toxic shock-like syndrome and a high case 
fatality rate. 
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In 2001, fatal C. sordellii sepsis and TSS were reported in a previously healthy male 23 
years of age who received a contaminated tissue allograft. The case prompted a 
broader investigation that identified 13 additional cases of C. septicum or C. 
bifermentans infections associated with tissue allografts. None of the 13 cases were 
fatal. From 1977-2001 , ten cases were reported in the literature of female genital tract 
infection and fatal TSS associated with C. sordellii among previously healthy women 23- 
40 years of age. Of the ten cases, all were fatal, eight occurred after delivery of live- 
bom new infants, one occurred after a medical abortion, and one was not associated 
with pregnancy. Leukemoid reaction and hemoconcentration were the hallmark findings 
of these cases. 

In 2000, FDA approved mifepristone plus misoprostol for medical termination of 
pregnancy up to seven weeks gestation. Mifepristone is a synthetic steroid with anti- 
progesterone and anti-glucocorticoid effects, while misoprostol is a prostaglandin 
analog that causes uterine contractions. The FDA-approved regimen is 600 mg of oral 
mifepristone followed within two days by 400 pg of oral misoprostol. From September 
2003-June 2005, FDA received reports of four deaths among women who had recently 
undergone medically-induced abortions (MIAs) with mifepristone and misoprostol. The 
four patients received a common off-label regimen of 200 mg of oral mifepristone 
followed by 800 pg of vaginal misoprostol. 

The initial investigation found that each case was consistent with fulminant toxic shock- 
like syndrome. In March 2004, FDA contacted the CDC Unexplained Deaths Project to 
assist in identifying a specific infectious etiology of the cases. The four women were 
white, black and Asian; 18-34 years of age and previously healthy; and residents of and 
obtained MIAs in California. The median time from receipt of mifepristone to onset of 
initial symptoms was five days. The time from hospitalization to death was <24 hours. 

Of the four cases, one had a documented fever; none had a rash; all reported 
tachycardia, hypotension, vomiting or diarrhea, and severe abdominal pain; three had a 
significant leukemoid reaction; two had significant hemoconcentration; two had 
moderate thrombocytopenia; one had renal insufficiency; and none had elevated 
hepatic enzymes or bilirubin. Blood cultures performed on three patients prior to 
antibiotics were negative for bacteria. One vaginal swab obtained pre-mortem grew 
Gardnerella species. An endometrial tissue collected postmortem from one patient 
grew Escherichia coli and an anaerobic gram-positive Bacillus. 

CDC’s analysis of fixed tissues from autopsies showed pleural or peritoneal effusions 
and diffuse pulmonary edema in three of the four cases. None of the patients retained 
fetal or placental tissue. Hematoxylin and eosin stains of uterine tissue showed 
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extensive acute inflammation and necrosis of the endometrium and myometrium in all 
four patients. Three patients had areas of edema and hemorrhage within the uterus. 
Two patients had multiple abscess formation. 

Immunohistochemistry results on uterine tissue were positive in all four patients for 
Clostridium species; positive in one patient for Staphylococcus aureus-, and negative in 
all four patients for both group A streptococcus and Neisseria species. Mixed bacteria 
were seen on gram stains of uterine tissue for all four patients, but abundant gram- 
positive bacilli were the predominant findings in each case. Histopathologic findings for 
all tissues other than the uterus were unremarkable. Extensive bacilli and granular 
antigens were seen in the areas of inflammation in the endometrium and myometrium. 

Polymerase chain reaction (PCR) results were positive in all four patients for the broad- 
range 16S rRNA, C. sordellii 16S rRNA, C. sordeliii cytotoxin L, and C. sordellii 
phospholipase C genes. The PCR results on uterine tissue were negative for the C. 
perfringens alpha toxin gene in all four patients. Based on the findings of the 
investigation, CDC concluded that the four deaths were attributed to C. sordellii 
endometritis and TSS. The clinical and pathologic findings were similar to ten other 
cases of C. sordellii genital tract infections previously reported in the literature. The 
cases demonstrated that serious infection can occur after MIAs. 

I Several issues are still unresolved regarding the possible association between the use 

l^f mifepristone and misoprostol and the risk of C. sordellii TSS, including changes in 

'Paginal flora or environment, incomplete abortion with necrotic decidual tissue, 
immunosuppressive effects of mifepristone, increased pathogen virulence, altered host 
susceptibility, and the interaction of multiple factors. Product contamination was 
eliminated as a cause because no epidemiologic links were identified among the 
patients. Medications in the four cases were obtained from different clinics, healthcare 
providers and manufacturing lots. FDA tested both mifepristone and misoprostol from 
manufacturing lots received by the patients and found no contamination with C. sordeliii. 

A reporting or case detection bias was also considered as potential cause. Local and 
regional attention in California may have increased awareness among healthcare 
providers and the public and stimulated reports of additional cases that may have not 
been detected in other states. No centralized reporting system has been develop ed for 
pregnancy-associated infections or deaths. Laboratory confirmatlOT of C. sordefUrrttie 
four cases resulted from extraordinary efforts by a national reference laboratory. FDA's 
MedWatch system initially detected the four cases and is designed to identify adverse 
events associated with approved medications. 
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In an effort to address these issues, CDC and its partners initiated several supplemental 
surveillance activities to identify additional cases of severe infection or TSS associated 
with pregnancy, childbirth or aborUon. Articles were published in the Morbidity and 
Mortaiity Weekly Report {MMWR) and New England Journal of Medicine requesting that 
healthcare providers report any TSS cases associated witti pregnancy or abortion to 
local health departments. Specific queries were sent to members of the Infectious 
Disease Society of Obstetrics and Gynecology (IDSOG), the National Association of 
Medical Examiners, and CDC's Unexplained Deaths Project sites. The California 
Departmervt of Health Services initiated a retrospective review of death certificates to 
identify additional cases. 

CDC hopes the workshop will be used as an opportunity to develop a research agenda 
and answer three key questions. One, are women who use mifepristone or misoprostol 
at increased risk of C. sordellii infection or TSS compared to other women following 
surgical abortion, spontaneous .abortion or childbirth? Two, what is the mechanism of 
the increased risk? Three, is the risk limited to C. sordellii compared to other 
Clostridium or anaerobic bacteria? Four, what approaches can be taken to further 
reduce the risk and improve treatment of C. sordellii infections? 
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Dr. James McGregor is a Visiting Professor of Obstetrics and Gynecology at the Keck 
School of Medicine. He covered the following areas in his presentation. Seven deaths 
from 560,000 early medical terminations that have been reported since 2000 
demonstrate that this risk is higher than surgical termination. The traditional 
microbiologic paradigm may now be inadequate because the role of innate and 
acquired immunity and medications should also be considered. Three cases of 
Clostridia were unclassified in a 2005 published study that used basic nucleic acid 
techniques to identify the microbiology in the vagina among 78 patients. 

In animals, C. sordellii is associated with malignant edema, bloat, hemorrhage and 
sudden death in sheep. In humans, C. sordellii causes pregnancy-associated 
infections, wound infections, edema and lethal toxic shock-like syndrome. TcsL is a 
large clostridial toxin that affects glycosylates; the Ras, Rac and Ral genes; and 
signaling within endothelial and myocardial cells. Previous research showed that 
increased acid pH disassociated and increased the potency of toxins. Intoxification 
increased five-fold and the intoxicating dose was lowered by one log at the optimal pH 
range of effect of 4.0-5.0. These findings suggest that local conditions in the uterus are 
important factors to consider in identifying Clostridia production. 
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Mifepristone was developed in 1981 and has generated >700 publications. The drug 
uses progesterone-dependent processes and is applied in the termination of early 
pregnancy, inhibition of follicular development, cervical ripening, glucocorticoid- 
dependent processes, breast cancer treatment, labor induction and endometriosis. 
However, mifepristone’s unusually long half4ife of 30 hours poses problems in titrating 
doses within a therapeutic range. Previous research on the pharmacokinetics of 
mifepristone among five females showed that the drug actively binds to the 
progesterone receptor in the endothelium and the affinity for glucocorticoid receptors. 
The affinity of mifepristone was found to be four-fold of dexamethasone. 

Another study demonstrated that the effects of mifepristone persisted for one week and 
was excreted by methylation and hydroxylation. Metabolites are active in terms of both 
the progesterone and glucocorticoid receptors. A seminal study that was published in 
1986 recommended close medical supervision in using mifepristone due to the potential 
for prolonged and abnormal bleeding. A study published in 2002 found mifepristone 
and misoprostol to be superior. The study further concluded that mifepristone alone 
may be acceptable when misoprostol is unavailable. 

A retrospective study that was published in 2004 determined that medical early 
pregnancy termination can be accomplished without mifepristone. Misoprostol was 
found to be a satisfactory agent for medical abortion at a rate of 88%-96% in this 
setting. The drug was also administered to 34 patients during the study. Numerous 
studies on the innate immune response have demonstrated increased lethality in animal 
models with mifepristone. The drug enhanced C. difficile toxin A intestinal secretion and 
inflammation in a well-controlled clinical trial. 

A letter was published in the Annals of Pharmacotherapy in 2005 to point out that 
vaginal application of misoprostol is prohibited in France where misoprostol can only be 
prescribed in oral form. However, other data from the Netherlands are well reported 
and serve as an excellent source of solid epidemiological information. A suggestion has 
been made for physicians in North America to more freely administer antibiotics at the 
initiation of a medical termination and give steroids if a patient becomes ill. However, 
other primary prevention strategies should be considered as well. 

Consideration should be given to reducing or entirely eliminating mifepristone. The drug 
should only be administered orally as approved by FDA. Short- or long-course 
antimicrobial prophylaxis is not likely to be effective. Probiotics will most likely have 
minimal efficacy ^m a physiological perspective. Informed consent forms for 
misoprostol should be changed to more clearly acknowledge potential risks for serious 
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infection or complications. Treatment and recognition of C. sorc/e////-associated TSS 
should be improved with a case definition and clearly described laboratory factors. 

Patients with C. sordellii-assodated TSS should be rapidly admitted to a healthcare 
facility, given consultations with infectious disease physicians and intensivists, and 
promptly provided with multiple organ support. A hysterectomy or dilation and curettage 
should be immediately considered for patients with a dear diagnosis of C. sordellii- 
assodated TSS. Clindamycin, imipenen, IV/lg protein C aspects and steroid support 
should be considered as well. 

Modem technologies should be applied to study the sub-cellular, cellular organ and 
drganismal effects of mifepristone and misoprostol and increase knowledge about the 
acUve epidemiology of C. sordellii in pregnant women and other populations. Existing 
models of mifepristone should be analyzed to conduct additional research on the 
pathophysiology of infection and inflammation. Studies should also be conducted on 
mifepristone and misoprostol metabolism. Active surveillance should be performed on 
the adverse effects of these drugs. 



Dr. Dennis Stevens, of the Boise, Idaho VA Medical Center and the University of 
Washington School of Medicine, covered the following areas in his presentation. C. 
sordellii is an anaerobic organism that was initially isolated in 1937, The gram-posifve 
rod forms spores and was traditionally believed to be a virulent form of C. bifermentans. 

In one case of C. sordellii infection, a male 4 years of age broke his arm in a fall. Pain 
and marked swelling were noted with no fever, normal blood pressure and a rapid 
pulse. Cefazolin was administered intravenously and a volar fasclotomy was 
performed. Necrotic muscle and fascia were later revealed and tissue samples grew a 
culture of C. sordellii. The WBC count rose to 41,000 with increased hypotension, 
tachycardia and metabolic acidosis. The patient died within three days after the fell. 

In another case of C. sordellii infection, a female 21 years of age had a vaginal 
laceration during natural childbirth. Perineal pain increased, the temperature was 
normal, blood pressure was low, the pulse was 132 and the WBC count was 67,000. 
Gentamicin and clindamycin were administered intravenously, a fasciotomy of the vulva 
was performed, and vancomycin was added. The WBC count rose to 123,000 post- 
operatively. Hypotension, metaboiic acidosis and super-ventricular tachycardia 
developed with a pulse of 170. Copious amounts of intravenous fluids were 
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administered, but the patient went into cardiac arrest and died. The tissue cultures 
grew C. sordellii. 

A database search of reported C. sordellii infections yielded 28 reports due to 
postpartum or obstetrical/gynecological (OB/GYN) infections, MIAs, spontaneous 
abortions, injection drug use, trauma, surgical procedures or “other* causes. Of 41 
patients 17 days to 95 years of age, 49% were males and 51% were females. The data 
review demonstrated that C. sordellii is a deadly disease for females due to postpartum 
and OB/GYN infections. The most significant factors in the cases were non-elevated 
temperatures, high WBC counts, hypotension, leukemoid reactions, hemoconcentration 
with a rising hematocrit, and non-C. sordellii organisms. 

Autopsy findings of the cases showed local necrosis and acute inflammation; marked 
tissue or visceral edema; pericardial, pleural or peritoneal effusion; thrombosis of 
localized blood vessels; and neutrophil degeneration at margins of necrotic tissue. 
Potent exotoxins clearly play a role in the pathogenesis of C. sordellii. Investigations 
are undenway focusing on mechanisms of the capillary leak syndrome and leukemoid 
reaction. These processes significantly contribute to both C. sordellii and C. difficile. 

In a cell proliferation assay, HL-60 cells were utilized; C. sordellii toxins were collected 
from stationary phase cultures; ammonium sulfate precipitation was developed with 
isoelectric focusing; and fractions were created with different isoelectric points from 3- 
10. The cells were exposed to various fractions and were identified by flow cytometry. 
In an endothelial cell permeability assay, primary human umbilical vein endothelial cells 
were cultured on a membrane-lined insert to confluency. Permeability was measured 
by electrical resistance across the membrane. Toxins were added and resistance was 
measured over a 12 hour-period. A striking difference was seen in the degree of 
permeability of the endothelial cells and the rapidity of onset. 

The investigation is also focusing on the innate immune recognition and response to C. 
sordellii. HEK-293 cells were transfected with genes for toll receptors 1, 2, 4 and 6 
individually and collectively. The cells were also transfected with MD2, CD14 and 
ELAM-1 -dependent luciferase reporter systems. Cytokines were measured from 
peripheral blood mononuclear cells stimulated in parallel. The data showed that toll 
receptor 4 was used exclusively by LPS and not by Clostridia, the exception being C. 
septicum. Toll receptor 2 and a combination of toll receptors 2 and 6 were found to be 
optimal for the remainder of the Clostridia species. Receptors on immune cells that 
recognize C. sordellii in the absence of any acquired immunity were identified. 
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C. sordellii was found to be equally as potent as lipopolysaccharide (LPS) in terms of 
cytokine induction. The C. sordellii toxin caide preparation was a very potent inducer of 
IL-1P, but lethal toxin was not. Granulocyte macrophage-aalony stimulating factor (GM- 
CSF) was induced by C. sordellii toxins, but was not produced by the lethal toxin. 
Interleukin-10 was produced to a greater extent by lethal toxin compared to the cruder 
preparation. The important pathogenic mechanism in C. sordellii is the diffuse capillary 
leak syndrome that appears to be related to direct toxin effects on endothelial cells. The 
leukemoid reaction appears to play a role in the synergistic interaction between GM- 
CSF and the ability of a C. sordellii toxin to stimulate proliferation of bone marrow 
progenitor cells. 



Or. Ralph Miech is an Emeritus Associate Professor in the Department of Molecular 
Pharmacology. Physiology and Biotechnology at Brown Medical School. He covered 
the following areas in his presentation. Mifepristone may have contributed to the deaths 
of four healthy women in California from septic shock due to C. sordellii infection 
following medical abortions. In ail four cases, the women were <2 months pregnant, 
given a single dose of 200 mg of mifepristone orally, and self-administered 800 pg of 
misoprostol vaginally 24-48 hours later. All four women died within a five- to seven-day 
time period with clinical signs of shock, absence of fever, leukocytosis and 
hemoconcentration. 

Most drugs are eliminated from the body in a few hours, but pharmacokinetic studies 
have shown that the long half-life of mifepristone is generally on the order of 20-30 
hours. As a result, four to five days would be needed to remove 95% of the drug from 
the body. Other data have demonstrated that some humans have an unusually long 
half-life and would need 18 days to remove 95% of mifepristone. Mifepristone is 
principally removed from the body by metabolism. 

Of six different metabolites of mifepristone that have been identified, some have 
retained biological activity as progesterone antagonists. However, further research is 
needed on the effects of these sbc metabolites on the innate immune system. In vitro 
studies with liver microsome enzymes have shown that the cytochrome P450-3A4 
enzyme is primarily responsible for metabolizing mifepristone. Evidence also suggests 
that the enzyme can be inactivated during the metabolism of mifepristone and accounts 
for the relatively long biological half-life in humans. 
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Mifepristone binds with high affinity to both progesterone and anti-glucocorticoid 
receptors and blocks cortisol receptors in peripheral tissues and the central nervous 
system. Blockade of negative feedback receptors in the hypothalamus results in 
increased serum levels of ACTH and cortisol. Experimental animal protocols have 
demonstrated that mifepristone produces a temporary drug-induced adrenalectomy. 
Mifepristone was originally developed as an anti-glucocorticoid for the treatment of 
Cushing’s disease. The drug was later discovered to possess anti-progesterone activity 
and act as an abortive agent. 

Mifepristone’s anti-progesterone activity results in pharmacological actions on the 
pregnant uterus, including cervical ripening, ischemia of the decidua, necrosis of the 
products of conception, and sensitization of the myometrium to contraction by 
prostaglandins. C. sordellli and other Clostridium species have been found in the 
normal vaginal flora in 8%-18% of women. Macrophages, monocytes, neutrophils and 
endothelial ceils serve as the first line of defense for a host to counter bacterial invasion 
of the interstitial space of uterine tissue. In the reported cases, mifepristone anti- 
glucocorticoid action initially impaired the proper functioning of the cells of the innate 
immune system within the pregnant uterus and ultimately led to a uterine infection with 
C. sordellli. 

Lipoteichoic acid and peptidoglycan molecular components are unique to cell walls of 
anaerobic bacteria. These unique biochemical entities bind to and activate tolMike 
receptors on tissue macrophages. Toll-like receptors function as principal sensors of 
infection in mammals whan activated and cause an outpouring of pro-inflammatory 
cytokines at the site of bacterial invasion. Tumor necrosis factor alpha and interleukins- 
1 and -6 are the principal pro-inflammatory cytokines that are synthesized and secreted 
by phagocytes. 

When inflammation is properly controlled, invading bacteria are destroyed without tissue 
damage. However, C. sordellli can successfully establish an infection with the secretion 
of lethal toxin. Excessive pro-inflammatory cytokines can gain access to the systemic 
circulation If local reaction of pro-inflammatory cytokines is not controlled. Both of these 
events contribute to the etiology of septic shock and multiple organ dysftjnction. The 
proper timing and amount of cortisol are crucial to maintaining control of the 
inflammatory response and preventing tissue damage. 

Cortisol binds to intracellular glucocorticoid receptors and phagocytes to cause 
increased transcription of DNA. This process results in the synthesis and secretion of 
the interleukin-10 anti-inflammatory cytokine, lnterleukin-10 suppresses the generation 
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of excessive pro-inflammatory cytokines, tumor necrosis factor alpha, and interleukins-1 
and -6 by cells of the innate immune system. 

Animal experiments support the hypothesis that mifepristone can facilitate infection and 
lead to lethal septic shock. A study showed that a single dose of the drug administered 
to mifepristone-treated mice dramatically increased the mortality rate of polymicrobial 
septic shock nearly three-fold. Mifepristone may impair the innate immune system to 
delay proper removal of C. sordellii from the decidua and allow bacteria to secrete lethal 
toxin into the uterine interstiUal fluid. 

Phagocytes, endothelial cells and uterine cells allow entry of lethal toxin and prevent 
proper participation in defensive inflammatory responses of the innate immune system. 
Lethal toxin functions as an intracellular enzyme that catalyzes the giucosylization of G- 
proteins when internalized by uterine phagocytes and internal endothelial cells. G- 
proteins are molecular switches that activate or inhibit a multitude of vital biochemical 
cascades and genetic transcription functions for proper functioning of cells. 
Giucosylization causes G-proteins in uterine phagocytes to become useless in 
destroying bacteria. 

Overall, mifepristone’s anti-progesterone effects prepare the aborting uterus as an ideal 
bacterial culture for C. sordellii by causing ischemic decidua that leads to necrotic 
products of conception. Mifepristone's anti-glucopharmacologic actions disrupt the 
hypothalamic pituitary adrenal axis and interfere vrith the functioning of peripheral 
glucocorticoid receptors at a crucial time. This process results in a lack of control of the 
pro-inflammatory cytokine response and allows for the establishment of a nidus of 
infection with C. sordellii and localized secretion of lethal toxin. 

Phagocytes in the decidua are permanently inactivated by lethal toxin and allow C. 
sordellii to multiply and secrete excess lethal toxin into the systemic circulation. The 
combination of lethal toxin and excess inflammatory cytokines in the systemic 
circulation can synergistically collaborate to produce clinical findings of rapid fulminating 
lethal shock syndrome that were the hallmark of the four cases in California. 



Dr. Esther Sternberg, of the NIH National Institute of Mental Health, covered the 
following areas in her presentation. Hormones have profound effects on host 
inflammatory and immune responses. Research conducted in 1989 showed that 
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glucocorticoids and progesterone generally suppress inflammatory responses. 
Clostridia bacterial toxins partially repress glucocorticoid receptor transactivation. 
Clostridia bacterial toxins partially reverse dexamethasone suppression of TNFa 
production. Sub-pharmacological concentrations of mifepristone plus Test completely 
reverse the effects of dexamethasone suppression of TNFa production in vitro. 

The priority in future research will be to determine if in vitro findings can translate to in 
vivo situations of shock. Emphasis should be placed on the time course after exposure 
to bacterial products; an individual’s dose-response and exposure to hormones and 
drugs: prostaglandins or other drug interactions; and pregnancy and menstrual cycle 
homrane levels, receptor polymorphisms or mutations ttiat may make some persons 
more susceptible to inhibitory effects of other factors blocking these receptors. 

The published literature is increasingly demonstrating that glucocorticoid receptor 
polymorphisms or mutations in associated proteins necessary for the glucocorticoid 
receptor to function are prevalent in numerous autoimmune and inflammatory diseases. 
These polymorphisms and mutations may also play a role in enhanced inflammatory 
responses in certain individuals. Host factors, bacterial product interactions with the 
host, and immune and hormonal responses that interact with these factors must all be 
considered in future research to identify risk factors to prevent these occurrences. 





The Panel 1 -Session 2 presenters provided additional details about the clinical 
syndromes, pathophysiology and host factors of C. sordeilii in response to questions 
and comments from the participants. 


Broad spectrum or focused antimicrobial agents should not be given for C. 
sordeilii because this occurrence is still rare. Administering antimicrobial 
agents with activity against C. sordeilii while initiating the medical 
termination should not be considered because multiple changes in the 
microecology of the patient would be provoked. For example, 10% of 
patients would immediately develop yeast infections and have changes in 
the Gl flora. 

A hypothesis to link C. difficile and C. sordeilii in the pregnant patient 
should be tested in animal models. For example, a pregnant woman 
would be more at risk for infection if progesterone is elevated and is found 
to be an equally important anti-inflammatory factor in in vivo studies 
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compared to in vitro studies. The patient may develop shock if certain 
bacteria producing these toxins generate no greater growth and toxins 
inhibit inflammatory responses that are intended to protect the host from 
bacteria. 

C. sordellii spores, microorganisms and other substances from the vagina 
are transported inside the uterus when the uterus contracts. These 
factors and prolonged bleeding during medical treatment are extremely 
important to consider during intravaginal administration of misoprostol. 
Denmark, Sweden and the Netherlands have developed nationalized 
medical systems and better tracking processes than the United States. 
Efforts should be made to review and collect epidemiologic data from 
these countries. 

C. sordellii cases have been reported in the literature, but the 
epidemiology has not been identified at this point because these serious 
infections are still rare. Speculations have been raised that C. sordellii 
infections may be attributed to an individual’s predisposition, the actual 
agent used or the polymorphism for the P450 enzyme. 


PANEL 2: SURVEILLANCE FOR DISEASE AND SOURCES OF INFECTION 


The Panel 2 speakers made presentations to identify current and future surveillance 
needs and barriers to disease and sources of infection. The two Panel 2 presentations 
are outlined below. 



Dr. Clifford McDonald, of the CDC Division of Healthcare Quality Promotion, covered 
the following areas in his presentation. Most CDAD is acquired in healthcare facilities, 
but these infections are not nationally reportable and currently require alternative 
sources of national data to determine disease rates. CDC’s National Hospital 
Discharge Survey showed that CDAD discharge diagnosis among U.S. hospital patients 
doubled between 2000-2003 and increased an additional 25% in 2004. 

Other countries are also making efforts to survey CDAD in hospitals. In August 2004, 
Quebec, instituted mandatory reporting of CDAD for acute care hospital cases, including 
cases with symptom onset <1 month post-discharge, major complications and death. 
Canada performed two national sentinel surveys in 1997 and 2005 to determine CDAD 
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rates and also collected C. difficile isolates from facilities in 2005. In January 2004, 
England instituted mandatory reporting of CDAD among ail patients >65 years of age for 
all healthcare facilities within individual national health system trusts. 

CDC has taken several actions to prioritize and promote surveillance of HA-CDAD. 
Surveillance recommendations were developed and are currently being reviewed by 
external partners. The guidance will formally state CDC’s communications on its web 
site and public presentations. Definitions and methods that should be used to report 
infections will be clearly outlined. The recommendations will be targeted to healthcare 
facilifies and networks, state health departments and public reporting initiatives. All 
healthcare facilities are advised to conduct some type of surveillance. 

CDC is using its Epicenter hospital grantees to analyze surveillance methods and is 
also developing a CDAD surveillance component for inclusion in the National 
Healthcare Safety Network. A 2005 MMWR article featured reports of CA-CDAD 
among 23 generally healthy persons who had no recent exposure to healthcare 
facilities. Several of these individuals also had no recent antimicrobial use. An increase 
in CA-CDAD among persons who sought care at the VA Hospital in Atlanta, Georgia 
was also reported to CDC. PPIs appeared to increase the risk for CDAD in these 
patients. 

A 2005 MMWR article described ten cases of pregnancy-associated CDAD from four 
states that resulted in severe disease and one death. CDC and the Emerging Infections 
Network of the Infectious Disease of Society of America are collaborating to actively 
investigate additional cases of pregnancy-associated-CDAD. Of 405 infectious disease 
clinicians who responded to a survey, 4% reported having seen cases and 6% were 
aware of cases in their respective communities. Of the 48 cases of pregnancy- 
associated CDAD reported through the survey, 29% occurred prior to delivery: 20% 
developed recurrent disease: three developed toxic megacolon; one resulted in fetal 
loss; and one resulted in maternal death. 

Since 2000, CDAD outbreaks have been reported in food-producing animals, 
particularly neonatal pigs, beef and dairy calves. The strains infecting animals are 
genetically different from the most common human strains. The same PCR ribotype is 
causing recent outbreaks in both pigs and calves, but is not the traditional ribotype 
among human isolates. However, the epidemic animal strains share certain 
characteristics with the recently described human epidemic strain and may indicate 
increased virulence. Both the human and food animal epidemic strains carry the binary 
toxin and toxins A and B and have a deletion in the putative tcdC toxin regulatory gene. 


Report of the Emerging Clostridial Disease Workshop 
Page 26 


May 11, 2006 


474 


The human epidemic strain has an ia-base pair tcdC deletion, while the food animal 
strain has a 39-base pair deletion. 

CDC is aware of human CDAD cases that are caused by strains similar to animal 
epidemic strains. Pulsed-field gel electrophoresis genetic typing shows that animal and 
human isolates are at least 80% related. CDC’s ongoing investigatton indicates that five 
of seven human CDAD cases caused by animal epidemic strains fit a clinical picture 
typical. The cases are primarily occurring in healthcare ^ciiities among older patients 
with significant co-morbid diseases. One death attributed to CDAD occurr^ in a 
younger patient without co-morbidities and may have been community-associated. 

Disease occurring in food animal production facilities is primarily due to animal-to- 
animal transmission, but the existence of environmental sources or reservoirs for 
responsible stains is not knovm at this time. The transmission dynamics between food 
animals and humans are also unknown. CDC is partnering with FoodNet under the 
Emerging Infections Program (EIP) to investigate CA-CDAD and attempt to fill data 
gaps. Pilot studies were initiated to obtain isolates from community cases and perform 
cultures on retail meat samples. 

For C. sordellii, CDC is actively investigating four additional (and previously unreported) 
cases of pregnancy-associated toxic shock-like syndrome. Of these four cases in which 
the pregnancy outcome was either medical or spontaneous abortion, all were <35 years 
of age, occurred since 2000, and three died. Of the five cases of toxic shock-like 
syndrome following medical abortion previously reported in the United States and 
Canada, all received mifepristone and intravaginai misoprostol 6-10 weeks gestation 
and developed a C. sordellii intrauterine infection. Of three additional medical abortion- 
related cases that CDC is still investigating, two occurred in the Western United States, 
at least one was known to have not taken mifepristone (but used laminaria and 
misoprostol instead), two were given intravaginai misoprostol, and two had Clostridium 
perfringens infections. CDC has been unable to confirm that a medical abortion was 
indeed performed for one of the patients. 

Of the two previously reported cases of toxic shock4ike syndrome following miscarriage, 
both occurred in the second trimester, both cases had a C. sordellii infection, and one 
had a C. perfringens infection. CDC’s ongoing investigation of one additional case 
showed that C. sordellii recovered from blood did not contain genes encoding lethal 
toxin. Various passive case finding methods were used to notify CDC about the 
pregnancy-associated toxic shock-like syndrome cases, including FDA adverse events 
monitoring, reports from state health departments and academic partners, and the CDC 
Division of Reproductive Health Pregnancy Mortality Surveillance System. 
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The surveillance system prevents deaths by monitoring trends and identifying risk 
factors associated with deaths. However, clinical and pathology samples cannot be 
requested and identifiable information cannot be published due to privacy rules. CDC is 
collaborating with public health partners in California to identify additional cases of 
pregnancy-associated toxic shock-like syndrome. Death certificates of women 15- 44 
years of age are being reviewed to identify anaerobic septicemia, TSS, inflammatory 
disease of female pelvic organs, or other indications of pregnancy-associated deaths. 
The death certificate review has identified 321 potential cases from 2000-2003. 

CDC has tested a bank of isolates submitted over the past 30-40 years and confirmed 
that only a minority of clinical C. sordellii possess lethal toxin. These data show no 
increase in the number or proportion of isolates that are toxin-positive. Isolates that 
CDC genetically typed showed no evidence of epidemic C. sordellii strains. Only a few 
of these isolates appeared to be highly related to one another and no clustering was 
seen of toxin-positive versus toxin-negative strains. CDC acknowledges the critical 
need for further research on the epidemiologic sources and transmission dynamics of C. 
sordellii. 



Dr. Jeffrey Engel is the North Carolina State Epidemiologist in the North Carolina 
Division of Public Health. He covered the following areas in his presentation. The 
United States currently utilizes the passive Nationally Notifiable Disease System 
(NNDS) to report communicable diseases. Most states have laws that mandate 
physicians and laboratory directors to report communicable diseases. States also 
develop rules with a list of reportable diseases and specific mechanisms to submit 
reports. 


North Carolina and several other states allow county health departments to be 
autonomous in reporting diseases, while other states institute regional reporting by 
health districts. Diseases are reported by event codes and extracted from confidential 
medical records. Public health departments are authorized to obtain all confidential 
records on any mandatory reportable disease in the state. However, disease reports 
can be discoverable In response to a Freedom of Information Act request or an 
individual’s signed consent and release form. Public health departments also have 
authority to investigate non-reportable diseases and emerging infections, such as 
CDAD or C. sordellii. 
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One of three approaches can be taken to place emerging infections or diseases on the 
NNDS. The federal government can define an “emergency,” such as severe acute 
respiratory syndrome or monkeypox. Other public health threats can be identified, such 
as pediatric influenza deaths or novel influenza virus. GDC and the Council of State 
and Territorial Epidemiologists can jointly develop consensus statements for case 
definitions. North Carolina and many other states require outbreaks to be reported to 
local health departments. However, hospitals in North Carolina are not mandated to 
report other diseases because information cannot be protected. As a result, HA 
infections are not reported to NNDS. 

Two states are now taking actions to report CDAD. Connecticut initiated this effort to 
determine \whether toxic strains were emerging in the community. A committee 
represented by hospitals, laboratories and community members approved the addition 
of CDAD to the state list of reportable diseases as of January 1, 2006. A descriptive 
epidemiologic program was piloted to analyze and evaluate trends of community-onset 
(CO) CDAD. Connecticut’s case definition is the onset of illness while residing in the 
community and no contact with a healthcare or long-term care facility (LTCF) in the 
previous three months. 

CDAD surveillance for the state of Connecticut is performed by infection control 
practitioners in 31 acute care hospitals and includes an intensive questionnaire, chart 
review and follow-up at a physician’s office. Of the 86 cases investigated as of May 1, 
2006, 39 were ruled out, 17 had actual CO-CDAD, and 30 are pending review. 
Connecticut is coliaborating the CDC FoodNet program for the laboratory component of 
the CDAD surveillance system. CDC now receives cultures from 1 1 sites across the 
country and is seeking ten isolates of C. difficile organisms from Connecticut. 
Connecticut’s most significant challenges in the CDAD surveillance system are 
resources and the storage of stool samples in laboratories while cases are being 
investigated. 

Ohio initiated its CDAD surveillance system in response to concerns expressed by 
citizens and the media regarding CDAD outbreaks in healthcare focilities and a directive 
by the governor. Mandatory hospital and LTCF surveillance was established on 
January 1, 2006. At this time, ~200 acute care hospitals and 1,000 nursing homes 
report numerator data by week. Initial case reports of CDAD are also posted on the 
Ohio Department of Health web site. Ohio’s previous public reports of HA-CDAD 
required >48 hours after admission, but the new version captures denominator data by 
bed or patient day. 
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By June 1 , 2006, Ohio's public reports will reflect actual rates by patient day in acute 
care hospitals and rates by bed or occupied bed day in LTCFs. Risk adjustments will 
not be made for co-morbidities, age or other factors. Ohio has already benefited from 
the CDAD surveillance system with the establishment of a secure, web-based and 
statewide reporting tool. Moreover, the system provides an opportunity to educate 
healthcare facilities about appropriate antibiotic usage and infection control. 

North Carolina requested an EpiAid from CDC in 2005 for assistance in investigating a 
marked increase of suspected CA-CDAD among veterans. The retrospective study 
covered the period of January 1 -December 31, 2005 with a cohort of four VA Medical 
Centers, one tertiary care center and one regional hospital in the state. Of the 625 
CDAD cases identified at this time, 48% were CO-CDAD and 24% were CA-CDAD. 
North Carolina's case definition was “no healthcare contact within two months." Of the 
58 veterans in the study, the median age was 6014 years. 33% were on PPIs, 16% were 
on H2 blockers, 19% were on non-steroidal anti-inflammatory drugs, and 50% were on 
antibiotics. North Carolina is currently investigating all the patients in the study with no 
antimicrobial exposure. 

Several characteristics are necessary for an ideal public health surveillance system. 
Stakeholders should be engaged in the evaluation. The surveillance system to be 
evaluated should be described. The evaluation design should be focused. Credible 
evidence regarding performance of the surveillance system should be gathered. 
Conclusions should be Justified and stated and recommendations should be made. 
Evaluation findings and lessons learned should be used and shared. To optimize 
performance of a surveillance system, emphasis should be placed on simplicity, 
flexibility, data quality, acceptability, sensitivity, predictive value positive, 
representativeness, stability and timeliness. 

Resources must be available for states to conduct surveillance. For example, 
Connecticut and ten other states are EiP grantees and receive federal funding to 
participate in the Active Bacterial Core Surveillance and FoodNet Programs and 
address emerging problems in the United States. The EIP sites will play a critical role in 
advancing state-level surveillance for C. difficile and other new infectious diseases in 
the future. EpiAids from CDC are free of charge and will continue to serve as a 
surveillance resource to states. 
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The Panel 2 presenters provided additional details about the current and future 
surveillance needs and barriers to disease and sources of infection in response to 
questions and comments from the participants. 



Priorities for C. difficile disease surveillance at the federal level include 
continued emphasis on HA-CDAD; increased understanding of emerging 
forms of disease; the development of standardized surveillance guidelines 
and parameters; and stronger knowledge on CA-CDAD in speciai 
populations. Case finding will continue to serve as the most important 
priority at the federal level for C. sordellli disease. 

Prtorities for Clostridium disease surveiilance at the state ievel include 
new legislation for mandatory public reporting of HA infections; the 
establishment and monitoring of simple infection control interventions to 
reduce disease; and standardized methods for hospitals to share data. 
Electronic reporting through laboratory tests is the most promising method 
to conduct surveillance of C. difficile at both federal and state levels. A 
positive laboratory test on a liquid stool could serve as a surrogate for C. 
difficile disease. However, the period of nsk of exposure to disease in a 
hospital must be clearly defined. For example, Canada conducts post- 
discharge surveiliance of C. difficile over a four-week period and the 
European Union is considering a one-month period. 

CDC has found strains of C. diWcile that are epidemic in food-producing 
animals and similar strains have been detected at a low rate in humans. 
Evidence has not been collected to demonstrate transmission through the 

C food supply or any other means. CDC intends to actively investigate the 
impact of animal health, environmental factors and shared regulatory 
genes on human health in terms of Clostridia. 

CDC evaluates and investigates ail reports of adverse events submitted 
by other countries on MIAs with mifepristone. CDC is extremely interested 
in collaborating with and collecting tissues from cases that occur in other 
countries. CDC has engaged other countries in dialogue about potential 
methods to strengthen case finding. 

CDC estimates that 400,000-500,000 CA-CDAD and HA-CDAD cases 
occurred based on 2004 data from the National Hospital Discharge Data 
Set, states, LTCFs and acute care facilities. Of persons with C. difficile 
infection, 1%-1.5% traditionally die from the disease. However, studies on 
the new strain in Canada show that 30-day mortality is more on the order 
of 6.8%. 
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mifepristone, misoprostol and other drugs with potential contributions to 
post-abortion infections. 

Increase knowledge and understanding of the microbiology and basic 
bacteriology of C. difncile and C. sordellii. Perform research on 
sporulation; mechanisms by which the organism germinates and initiates 
disease; nutrients on which the organism grows; and toxin regulation and 
genome sequence. Use these findings in killing the organism and 
neutralizing or suppressing the toxin. 

Conduct extremely cautious epidemiologic studies in appropriate settings 
among pregnant females to analyze C. sordellii, identify other postpartum 
infections, and develop better interventions for women colonized with C. 
difficile or C. sordellii. 

Ensure that active case finding is representative of pregnancy-associated 
deaths or severe illness regardless of whether an abortion was performed. 
Follow-up these cases with an intensive epidemiologic review to identify 
uncommon factors, laboratory diagnoses and factors other than cultures. 
Administer a survey or conduct a study among women in early and late 
pregnancy to determine potential changes over time. Compare women 
who first present for an obstetrical visit to those who present for an 
abortion. Apply findings between the two groups to identify differences in 
epidemiology, persons colonized with C. difficile or C. sordellii, and the 
number of toxigenic organisms. 

Perform research on the role of the media in communicating risk, assisting 
with case finding, and increasing the transparency of issues from both 
clinical provider and public health perspectives. 

Encourage CDC and FDA to jointly develop a consultation resource for 
emergency room physicians, OB/GYNs and primary care providers who 
have questions about potential C. difficile or C. sordellii cases. For 
example, practitioners could call a toll-free telephone number to receive 
accurate information and obtain support on reporting cases. 

Thoroughly review the published literature in developing the research 
agenda to strengthen understanding of and explore the possible causal 
relationship among mifepristone, medical abortions and Clostridia 
infections. Widely publish these findings for physicians to recognize, 
intervene and treat signs and symptoms of toxic shock-like syndrome 
early in the progression of disease. Provide clear guidance to clinicians 
on non-specific symptoms of TSS and appropriate dinicai judgments on 
antibiotic treatment versus conservative or aggressive surgery. 

Perform research to identify effective methods to educate and 
communicate information about case finding and the prevention of 
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catastrophic outcomes from large clostridial toxins. Target these 
messages to emergency room physicians, primary care physicians and 
other non-infectious disease clinicians who will actually treat C. difficile or 
C. sordellii cases. 

Place emphasis on the role of large clostridial toxins in abdominal sepsis 
to measure toxin levels in peripheral blood. 

Educate women on postpartum infections and the potential consequences 
of pregnancy or MIAs. 

Determine whether federal agencies can focus on other diseases with a 
similar pathology or pathogenesis that are higher priorities than C. diWicile 
or C. sordellii and can be translated into a useful animal model. 

Urge FDA to collaborate with France and other rauntries to enhance 
knowledge of specific drug use patterns and strengthen case finding. 
Clearly define, vaiidate and use “severity of disease" in the research 
agenda to better identify and categorize C. difficile sources of disease, 
particularly patients at high risk of complications or fatal outcomes who 
need more aggressive management. Widely communicate the severity of 
disease case definition to identify patients as early as possible in the 
progression of disease. 

Encourage pathologists to perform microbiologic research on fresh tissues 
to identify cases of C. sordellii. 

Conduct studies and develop better genetic tools on the basic physiology 
of C. difficile, particularly spore formation, virulence factors, spore 
germination and the genome sequence. 

Partner with the National Association of Public Health Veterinarians and 
the U.S. Department of Agriculture to determine the role of zoonosis In C. 
difficile disease, identify the contribution of spores in the human food 
chain, and collect isolates from human CA-CDAD cases. 

Improve and utilize ciinical scoring systems early in the progression of 
disease to predict persons with potentially poor outcomes, those who will 
fail metronidazole therapy and other elements. Validate the clinical 
scoring system prospectively. 

Develop a solid and sensitive toxin assay in blood or serum to measure 
organs other than the colon that play a role in severe C. difficile disease 
and toxicity. 

Partner with the American Institute of Architects of Healthcare Design in 
designing spaces in hospitals to increase hand washing among healthcare 
providers. 
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Summary of Key Fi^nga. 



Dr. John Bartlett is the Chief of the Division of Infectious Diseases at John Hopkins 
University. His summary of the key findings and recommendations made during the 
workshop is outlined below. 


Perform research on overlapping areas between C. difficile and C. 
sordellii, such as the regulation and mechanism of toxins, the role of 
sporulation, virulence factors, and the role of flora in controlling the 
organism. 

Conduct sentinel studies to collect more data on C. difficile, particularly in 
the areas of non-antibiotic use and the new epidemic strain. 

Use the tissue culture assay and common antigen as a screening test until 
the rapid, inexpensive and sensitive PCR technology that will identify toxin 
B is released in the near future. Advance efforts to release the MAPI test 
that will provide information about the new strain. 

Increase the practice of culturing stool in the United States or develop and 
use binary toxin, deletion or another non-culture-based method to 
recognize C. difficile strains. 

Clearly determine whether vancomycin or metronidazole should be used 
to treat C. difficile. Clearly distinguish between agents that are needed to 
treat acute versus intermittent disease. Acknowledge that vancomycin is 
viewed as the “perfect drug* in treating acute disease. 

Focus new drug development on intermittent and recurrent C. difficile 
disease for patients who are unable to take oral therapy due to the 
significant morbidity in this population. 

Review cases of CA-CDAD and antibiotic exposures to determine the 
number of cases hospitals were justified in using antibiotics. 

Develop guidelines on the use of drugs that do not drive C. difficile 
disease. Highlight the significant differences among the broad-spectrum 
clindamycin, cephalosporin and fluoroquinolone classes of drugs. 

Launch a national initiative to add HA-CDAD as a reportable disease. 
Strongly urge public health to partner with the VA because this agency 
maintains the best and largest electronic medical record system in the 
world. Utilize this valuable resource to obtain rapid answers on C. difficile 
from data that were previously collected. 

Improve sun/eillance systems of C. sordellii to increase capacity in 
detecting the infection. 


Report of the Emerging Clostridial Disease Workshop 
Page 38 


May 11,2006 




482 


Revitalize laboratory interest in the area of anaerobic cultures to enhance 
capacity to rapidly and inexpensively culture C. difficile, C. sordeliii or 
other histotoxic Clostridia. 


Closing Session 

Dr Lesiye Johnson is the Chief of the Enteric and Hepatic Diseases Branch at the NIH 
National Instnuie of Allergy and Infectious Diseases. She made the following remarks 
to conclude the workshop. The expert panel and members of the audience are to be 
commended in providing CDC, FDA and NIH with up-to-date findings, interesting 
hypotheses, valuable recommendations, and solid future directions in developing a 
research agenda for complex issues related to C. difficile and C. sordeliii. The research 
agenda will serve as a living document that will be modified over time as new science is 
produced. 

The organisms emphasize the critical need for multi-disciplinary research. Most 
notably, NiH encourages investigators to apply for R01 grants and funding for small 
developmental studies because C. difficile and C. sordeliii are now viewed as priorities 
throughout the agency. Federal attention will continue to be paid to these issues 
through CDC’s external partnerships and ongoing interagency collaborations among 
CDC, FDA and NIH. 

Dr. Johnson confirmed that NIH is extremely encouraged about clinical trials for C. 
difficile that are undenway to identify effective therapeutic and preventive approaches. 
She emphasized that the ongoing research will provide an opportunity for public/private 
partnerships between NIH and other federal agencies to advance the field as quickly as 
possible. 
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Choice of and Satisfaction with Methods of Medical 
And Surgical Abortion Among U.S. Clinic Patients 

By S. Marie Harvey, Linda J. Beckman and Sarah j. Satre 


Context: Abortion induced by drugs is now a viable alternative to surgically induced abortion 
for U. S. women. Women's willingness to use these new methods medical abortion hinges on 
the extent to which they prove acceptable, however. 

Methods: Among 304 women participating in a clinical trial of medical abortion, 186 received a 
meiho&exate-induced abortion and 118 were offered the option of a medical abortion but chose 
a surgical procedure instead. Study participants completed self-administered questionnaires 
before the abortion and again at a iolhw-up visit 

Results: Woman in the medical and surgical abortion groups did not differ significantly with re- 
gard to demographic and other background characteristics: Their mean age was about 27. more 
than two-thirds were white, and torse-quarters were unmarried and worked either part-time or 
full-time. However, women's ratings of seven attributes of abortion methods were signiticant 
predictors of choosing a medical abortion: Women were rrtore l^ely to choose medical abortion 
if they placed greater importance on a method that was nonsurgical. one that resembled a mis- 
carriage or one that could take place at home (odds ratios, 2.0~3.3). Conversely, women were 
less likely to choose medical abortion if they valued methods that were guide, that did not in- 
volve painful cramping or seetog blood or blood clots and that needed a doctor or ourse to be 
present (odds ratios, 0.3-0. 5J. Compared with those who had a surgical abortion, women who 
had a methotrexate-induced abortion expected more bleeding (mean scores, 3.5 vs. 3. 1) and 
reported more pah (3.4 vs. 2.9), heavier bleeding (3.4 vs. 2.S) and bleeding of longer duratton 
(3.3 vs. 2.8). The overwhelming majority of women in the medicaf and surgical abortion groups 
reported toat they were either very or somewhat satisfied with their abortion metood (81% and 
82%, respectively), would recommend it to others (82% and 78%) and would choose the meth- 
od again (89% and 93%). 

Cmiclusions: Factors affecting the choice of abortion method appear to be numerous and com- 
pfex. Providara need to be sensitive to differences in women's values and life circumstances 
when counseling them about an abortion method. In particular, providers should incorporate 
Into their counseling sessions what woman need to know about the characteristics of abortion 
metooda and help women to identify what is the best option for them. 

Famity Ranning Perspectives, 2001, 33(5):212-216 

‘.v-.s.V'V:" ■■.•""■■a:: 


I n the United States, women seeking to 
terminate an early pregnancy now 
have a choice between medical and 
surgical abortion procedures. The two 
major drugs currently being used to in- 
duce abortion are mifepristone and meth- 
otrexate (both used in conjunction with 
the mild prostaglandin misoprostol). 
Medical abortion induced with mifepris- 
tone followed by misoprostol has been 
used extensively in Europe and China. 
However, only recently has this option be- 
come available to U.S. women. The Food 
and Drug Administration (FDA) gave 
final approval to release mifepristone for 
use as an abortifacient on September 28. 
2000, after 12 years of political struggle. 
In the early 1 990s, prior to the approval of 
mifepristone, medical researchers also 
began to explore the use of methotrexate 
to induce abortion. ‘ Methotrexate had al- 
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ready received FDAapproval in i953for 
the treatment of cancer: thus, physicians 
could prescribe it legally as an abortifa- 
cient, even though it had not been ap- 
proved by the FDA for that purpose. 

The availability of medical abortifa- 
cients promises to increase U.S. women’s 
access to abortion, but this will happen 
only if women are willing to use them and 
if they find such drugs acceptable. Ac- 
ceptability among consumers is particu- 
larly important because the success of 
medical abortion depends on women’s 
willingness to complete the regimen at 
home and to wait for the drugs to take ac- 
tion. In addition, information about 
women who choose this option, and how 
they differ from women who select the 
more traditional surgkial pwrocedure, is im- 
portant to health care providers planning 
to offer medical alxirticm services. 


Several studies conducted outside the 
United States have documented that 
women find medical abortion acceptable. 
Although the published studies of first- 
trimester medical abortion are diverse in 
research desigm, their findings are quite 
consistent: Most women who had a first- 
trimester medical abortion were satisfied 
with the procedure, would choose it again 
if they needed to terminate another preg- 
nancy and would recommend it to their 
friends.^ 

Oniy a handftal of studies have explored 
the acceptability of medical abortion 
among U.S. women.^ These studies, like 
those conducted in Europe and Asia, doc- 
ument high levels of acceptability among 
women who chose and used medical 
abortion for first-trimester abortion. Al- 
though these descriptive studies indicate 
that medical abortion is acceptable to 
American womea no studies to date have 
directly compared the acceptability of 
medical abortion to that of the current 
standard therapy, suction curettage abor- 
tion. Moreover, no studies have examined 
factors associated with the selection of 
medical versus surgical procedures 
among women in the United States. 

Our overall purpose in this article was 
to compare women who chose metho- 
trexate-induced abortion with those who 
selected suction curettage abortion re- 
garding their experience and level of sat- 
isfaction with the abortion procedure. OUr 
specific objectives were to: identify factors 
associated with the choice of abortion 
method: compare the two groups with re- 
gard to anticipated and actual experience 
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(pain, anxiety and bleeding) with their 
abortion method; determine whether 
women who have medical abortions are 
more or less satisfied than women who 
have surgical abortions: and identify fac- 
tors associated with women's satisfaction 
with their chosen abortion method. 

Methods 

Participants 

This acceptability study was conducted 
in conjunction with the Planned Parent- 
hood Federation of America (PPFA) clin- 
ical trial to evaluate the medical abortion 
experience for women and determine the 
effectiveness of methotrexate and miso- 
prostol for early abortions. Our sample in- 
cludes 1 86 women who had methotrexate- 
induced abortions while enrolled in the 
PPFA clinical trial at clinics in Des Moines: 
New York City; Phoenix; York, Pennsyl- 
vania: and Walnut Creek, California. We 
compare these women with 1 18 who were 
eligible for the clinical trial and were of- 
fered the option of a medic^ abortion, but 
chose the surgical procedure instead. 

In the protocol used by PPFA. metho- 
trexate was administered in the form of an 
injection during a clinic visit. Wjmen were 
then given tvro doses of misoprostol (eight 
tablets, 200 milligrams each) to take at 
home, with instructions to insert one dose 
vaginally 4-6 days after the injection of 
methotrexate. If the abortion did not occur 
within 48 hours of in^rtion, they were to 
insert a second dose. A return visit to the 
clinic was required within 14-I6days after 
the Initial ir\|eclion.‘‘ 

Although the majority of the surgical 
procedures were performed using elec- 
trical vacuum aspiration, 10% were done 
with manual vacuum aspiration. All sur- 
gical patients were scheduled to return for 
a follow-up visit 2-4 weeks after the 
procedure. 

Between September 1997 and July 1998, 
clinic personnel at participating PPFA af- 
filiates recruited all women who were 18 
years of age or older and who met the el- 
IgtblllQ^ requirements for the methotrex- 
ate clinical trial* After the women had 
been counseled on abortion method op- 
tions and had chosen either medical or 
surgical abortion, they were given writ- 
ten information about the acceptability 
study. Clinic staff explained to women 
that their participation was completely 
voluntary and would not affect the care 
they received. The women were given 
time to look over the materials and trained 
clinic staff answered their questions. If a 
woman expressed interest, she was asked 
to give written consent for the accept- 
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ability study, and she was given brief in- 
structions on how to complete the ques- 
tionnaires. 

Of the 368 eligiUe wom«i asked to par- 
ticipate, 304 (83%) consented and com- 
pleted the initial questionnaire (81% of the 
surgical g?t)up and 86% of the medical 
group). V>hmen wfiio agieed to participate 
were compared vdth those who refused 
on tlwee demographic characteristics; age, 
ethnicity and education. Although the two 
groups did not differ significantly by age 
or ethrucity, women who participated in 
the study reported significantly higher 
levels of education than did nonpartici- 
pants (p<.05). 

Among the 304 participants. 255 (84%) 
completed the follow-up questionnaire. 
The foUow-up rate was slgnific^tly high- 
er among women who had undergone 
medical abtetion than among those who 
had had a surgical abortion (89% vs. 76%, 
XM.26. p<.01). 


Data Collection 

Data were collected at two stages, using 
pretested, self-administered question- 
naires. Women completed the initial ques- 
tionnaire after they had chosen their abor- 
tion method but before the injection was 
given or the surgical procedure was per- 
formed. This Instrument collected back- 
ground information and data on the fol- 
lowing topics: the abortion method 
chosen; women's exprectations about the 
method chosen with regard to pain, anx- 
iety and bleeding; and the relative im- 
portance of different method characteris- 
tics in women's decision-making. Clinic 
staff verified the abortion methods re- 
ported by the women. 

Participants completed the second 
questionnaire during or after their follow- 
up visit to the clinic. Data collected in this 
questionnaire Included women's experi- 
ence with the abortion method, their de- 
gree of satisfaction with the method, 
whether they would choose the method 
again and whether they would recom- 
mend the method to ftlends. The suigical 
patients were required to complete the 
questionnaire within four weeks of the 
procedure; approximately 90% did so at 
their two-week follow-up visit. Medical 
patients were required to complete the 
questionnaire no more than two weeks 
after clinic staff confirmed that the abor- 
tion was complete: the vast majority did 
so during the visit at which the abortion 
was confirmed to be complete. Three- 
fourths of the women had confirmed com- 
plete abortions withm ^ days after the ad- 
ministration of methotrexate (median. 15 


days). Thus, approximately 60% of the 
medical patients completed the follow-up 
questionnaire within two weeks and 80% 
within three weeks of administration of 
methotrexate. 

Measures 

To determine the characteristics that 
women value in an abortion method, in 
the initial questionnaire we asked partic- 
ipants to rate the importance of 21 char- 
acteristics “when choosing between sur- 
gical and medical abortion. ” Participants 
recorded their responses on a five-point 
Likert scale ranging from a value of 1 for 
"not important” to a value of 5 for “ex- 
tremely important" 

On the initial questionnaire, women 
were asked about their expectations re- 
garding four aspects of their abcKtion pro- 
cedure: pain, anxiety, amount of bleeding 
and length of bleeding, Atfoi!ow-up, they 
were asked about their actual experiences 
based on the same four items. Women 
rated each item on a five-point Likert scale. 
For the first three characteristics, scale 
points ranged from "none” (1) to “ex- 
treme" (5). For the length of bleeding, pos- 
sible responses were 1-3 daj^ (1). 4-6 days 
(2). 7-9 days (3). 10-12 days (4) and 13 or 
more days (5). We used Identical scale 
points for expectations and experiences, 
but the wording of items differed slight- 
ly (e g-. “How much pain do you think 
you will have?" In the initial question- 
naire. versus "How much pain did you 
have?” in the foUow-up questionnaire.) 

Finally, we assessed women's satisfac- 
tion with their chosen abortion method 
using responses to three questions from the 
foilow-up survey. The first asked, “How 
satisfied were you with your abortion 
method?" Participants were asked to in: 
dicate If they were “very satisfied," "sat^ 
isfied,” “neutral," " dissatisfied "“pr “very 
dissatisfied." The second question asked 
women whether they would recommend 


were eitglbEe to eitroll if their pregnancy was no 
more than 49 days of gestation. Vaginal ultrasound was 
required. Clinicians used the fetal embryonic pole (if pre- 
sent) to determine gestational age; otherwise, they used 
the diameter of the gestationtd sac. If the embryonic pole 
was longer than lOmiu. tiie woman could not enroll. A 
gestational sac did not need to be present for a woman to 
be enrolled, but If a sac was not }»esent. a serum beta- 
HCC was performed. Ifthebeta-HCG was less tiian 2,000 
mlU/ ml and if the woman did not have symptoms sug- 
gestive of ectopic pregnancy, she could enroll, Wonten 
with a hematocrit of less than 30% were excluded, Rh-r>eg- 
ative women received minidose Rh Immune globiii on 
the clay of mediotrcxale administration. Althouglt women 
younger than 18 vrerc eligible to enroll in the clinical trial 
if they had parental consent, all participants in the ac- 
ceptability study were required to be 18 or older. (Source: 
see Borgatta L et ai.. 2000. references.) 
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Choice of and Satisfaction mth Medical and Surgical Abortion 


Table 1. Mean values, percentage distribution 
of abortion patients, by selected characteris- 
tics, and percentages with certain characteris- 
tics, ail according to abortion method chosen 


Cnaractsristic 

Total 

{N=:304) 

Surgical 

(N=118) 

Medical 

(N=186) 

Age (mean) 

27.5 

27.2 

27.6 

Etnniaty 

Black 

12.4 



Asian/Padfic Islander 

3.7 

3.5 

3,8 

Hispaniclatina 

11.0 

8.7 

12.S 

WWte non-Hispanic 

68.2 

73,0 

65.2 

Mixed etfinicsty/ottter 

4.7 

6.1 

3.8 

Education 

shigh schod 

23.1 

26.2 

21.0 

Some college 

41.4 

45.8 

38.7 

Completed cdiege/ 

seme graduate ed. 

35.5 

27.9 

40.3 

Maritai staUiS 

Married 

23.8 

21.2 

25.4 

Not married 

76.2 

78.8 

74,6 

Employment staftjs 

Does not work 

ojtsidehOTie 

22.8 

21.2 

23.5 

Works fuB-Bme 

53.8 

56.8 

51-9 

Works part-fime 

23.6 

220 

24.6 

Parity 

0 

48.5 

49.6 

47.8 

>1 

51.5 

50.4 

52.2 

% ever miscarried 

20.5 

18.6 

21.6 

% ever had an abortton 47.4 42.4 

Comtort with decision to have an atiwBon 

50.5 

Very comfortabla 

44.2 

42.2 

454 

Somewhat 

comfort^ie 

40.2 

39,7 

40.5 

Scsnewhai 

uncomfortable 

12.3 

15.5 

10.3 

Very uncomfortable 

3,3 

2.6 

3,8 

% ever raoeti/ 

sexually abused 

22.1 

19.8 

23.5 


their abortion method to a friend. Women 
could respond by checking "definitely 
yes," "probsdalyyes," "don't know," "pn^ 
ably no" or “definitely no." Also, women 
were asked which method they would 
choose if they were to have another abor- 
tion— surgical abortion or medical abor- 
tion with methotrexate and misoprostol. 

Analytic Approach 

We compared categorical variables using 
chi-square analysis, and continuous vari- 
ables using either a t-test or a paired t-test 
(the latter for within-group comparisons). 
We conducted bivariate analyses to ex- 
amine the association between abortion 
method choice and factors hypothesized 
to be relevant to this choice. Because of the 
large number of comparisons, we set the 
significance level for the bivariate analy- 
ses at p<.01. We then performed a logis- 
tic regiession analysis to determine pre- 
dictors of medical abortion selection, 
using only variables that were significant 
in the bivariate analyses. We also con- 
ducted bivariate analyses for medicai and 
surgical abortion patients separately to ex- 
amine the a^ociation between satisfaction 
with abortion and factors hypothesized 
to influence satisfaction. 


Results 

Participant Charactmstics 
Women in the ir^iical and suigica! abor- 
tion ^oups did Twt differ s^nificar^y with 
regard to any of the demc^aphic charac- 
teristics examined (TaUe 1). Ages of par- 
ticipants in both groups ranged from 1 8 to 
45; the mean age was CT.5 years. More than 
two-thirds of the women were non-His- 
panic white, 12%were black and 11% were 
Hispanic or Latina. More wonwn in the 
medical group (40%) than in the surgical 
group (2^) had cwnpleted college, al- 
tftough this difference was not statistically 
sigpificani. Thtee-fomths of the participants 
vrere single and had jc^ outside die home. 

The two groups were also similar with 
regard to othw teckground varifi>les. Half 
of the participants (52%) reported a pre- 
vious birth. One in five women had ex- 
perierxred a miscarriage (20%) . and almost 
half (47%) had experienced a pwevious sur- 
gical abortion— ^though this proportion 
was somewhat greater in the medical 
abortion group (51%) than in the surgical 
abortion group (42%). Most women (84%) 
reported feeling very comfortable or 
somewhat comfortable with their decision 
to have an abortion. More than one-fifth 
of all participants (22%) reported having 
been raped, sexually abused or forced to 
have sex at some time In their lives. 

Method Attributes and Method Choice 
Women who chose medical abortion dif- 
fered significantly from 
those who selected sur- 
gical abortion in their 
ratings of 14 of the 21 at- 
tributes (T^le 2). Surgi- 
cal abortion patients 
gave significantly 
greater importance than 
medical abortion pa- 
tients did to 10 attribut- 
es: The procedure is 
over with quickly (4.6 
vs. 4.0); it does not have 
side effects such as nau- 
sea, headache and diar- 
rhea (3.8 vs. 3.2) ; it does 
not cause heavy bleed- 
ing (3.6 vs. 2.9); the pa- 
tient does not see blood 
(3.0 vs. 1.9): the proce- 
dure does not cause 
cramping (3.6 vs. 2.5); it 
does not lead to bleed- 
ing for longer than 
seven days (3.5 vs. 2.9); 

It is a technique that has 
been used for a long 
time (3.9 vs. 3.1): tttekes 


only a few visits (3.8 vs. 3.4); a doctor or 
nurse is present (4.1 vs. 2.8); and the pa- 
tient knows where and when the abortion 
is taking place (3.9 vs. 3.4). 

In contrast, medical abortion patients 
gave four attributes significantly greater 
Importance than did surgical abortion pa- 
tients: The procedure does not involve 
suigery (4.2 vs. 3.1), it takes place in the pri- 
vacy of home (3.9 vs. 2.3), it does not in- 
volve surgical instruments (3.9 vs. 2.6) and 
it is like a natural miscarriage (3.9 vs. 2.6). 

We included these 14 attribute ratings 
in a logistic regression mode! as predic- 
tors of choosing a medical abortion. The 
results of the logistic regression reveal that 
seven attributes were significant predic- 
tors of choosing medical abortion (Table 
3). Women who placed greater importarK^ 
on a method that did not involve surgery 
(odds ratio, 2.7), that allowed the abortion 
to take place at home (odds ratio, 2.0) and 
that resembled a natural miscarriage 
(odds ratio. 3,3) were more likely to choose 
medical abortion. Conversely, women 
were less likely to choose medical abor- 
tion if they valued a method that was 
quick (odds ratio. 0.3), that did not require 
the patient to see blood or blood clots 
(odds ratio. 0.5), that did hot involve 
painful cramping for more than an hour 
(odds ratio, 0.5) and that was performed 
under a doctor’s or nurse’s supervision 
(odds ratio. 0.3). The regression model cor- 
rectly classified 93% of the total sample. 


Table 2. Mean rating of importance of attributes of abortion meth- 
ods. by nwthod chosen 


Attribute 

Surgical 

{N-118) 

fl 

Is veryelfecttve 

4.8 

4.5 

Can be used very early in pregnancy 

4,3 

4.5 

Lets you have the abortion overwiUi quickly 

Doesn't have side effects like 

4,6 

40« 

nausea, headache and diarrhea 

3.8 


Doesn't Invr^ve heavy bleeding 

Hardly ever causes major health 


2.9” ' 

prrAlems (Intedion, tearing the uterus) 

4.S 

4.5 

Ooesntlnvr^ve surgery 

Lets you nave an abortion vririout people 

3.1 

4.2*‘ 

you are dose to finding out about It 

3.9 

3-9 

Lets you have abortion in the privacy of your home 

2.3 

3.9" 

Can be used later in pregnancy (after 9 weeks) 

Doesnl Involve seeing the blODd and blood dots 

2.5 

2.5 

during the abortion 

3.0 

1.9** 

Doesn't Involve painful cramping for more than an hour 

3,6 

2.5** 

Doesn't involve bleeding longer than 7 days 

3.5 

2.9** 

been used for abortion tor a long time 

3.9 

3.1" 

Takes only one v two office visits 

3.8 

3.4" 

Has a doctor or nurse around during the aborticn 

4.1 

2.8" 

Lets you have control during the aboiton 

3.4 

3,5 

Doesn't invdve surgical instruments being inside you 
Lets you krrow where and when 

2.6 

3.9" 

the abortion is going to happen 

3.9 

3,4" 

Is like a natural rrriscarriage 

2.6 

3.9" 

IS Inexpensive 

3.3 

3.5 


*'O(ltarenca'3s>gnilica>4atpc0i,t-iast “'Dlller^aissignificantatp<.OOi.t-tesi Non: 
Rasponsos wwe reeortad on a (iva-point Likert scaie. with l=not important; 2»siigWly im- 
portant; 3*mo<J9rately importartt; 4=very important; and 5=sxtremely important. 
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Table 3. Odds ratios {and 95% confidence intervals) from multi- 
pie logistic model predictit^ characterisfics associated with choice 
of medical abortion 


Chatadenstic 


L«s you have ©w at30f»on over with quickly 0,32*" (0. 1 5, 0.69) 

Ooe^thave side effects like rrausea, headache 
anddtarmea 1.08(0.54,2.18) 

Doesntnvotvehea\^Wee{Sr5g 0.74(0.35. 1.57) 

Doesn't BWrtve surgery 2.72" (1.46, 5.07) 

Lets you have the abortion in meprivacyof your home 2.03** ^ .25, 3,30) 

Doesn't involve seeing the dood and Mood dots during 
»ie ^rarHon 0.46** (0.26. 0.82) 

Doesn't involve painful cramiMng fcsrnore that an hour 0.46* (0.22, 0.97) 
Doesn't involve bleeding longer than 7 days t ,83 (0.88, 3.82) 

Has been used for aborttwifw a long Bme 0.95(0.51, 1.78) 

Tsd<esonlyor>eortwooHice\«sUs 1.39(0.77,2.52) 

Hasadoctorornurse around during Die abortion 0,34*** (0.19. 0.61) 

Doesn't involve surgical instruments bdng inside you 1 .04 (0.53, 2.03) 
Le& you know where and when ttie abixfion is 
going tohaf^en 0.43 (0.22. 0,83) 

is Rke a nakjral miscarriage 3.25*** (1 .74, 6.06) 

Model <^i-square{d.f.) 249.62(14) 

-2 lag BceHbood function 130.44 


including 96% of those who chose the 
medical procedure and 87% of those wiio 
chose surgical abortion (not shown}. 

Expectations and Experiences 
Women who had chosen a medical abor- 
tion expected more bleeding than women 
who had chosen surgery (Table 4); other- 
wise. the two groups were similar in their 
expectations. When rating their actual ex- 
perience, women who had undergone a 
medical abortion reported greater pain 
and heavier and more prolonged bleed- 
ing than did women who had had a sur- 
gical abortion. 

Paired t-test comparisons were per- 
formed to evaluate how well women’s 
abortion experiences matched their ex- 
pectations. VVbmen who had medical ^r- 
tions experienced significantly more pain 
(mean of 3.4 compared widi 3.2, p<.0l) aid 
bled longer (mean of 3.3 compared with 
2.7, p<.001) than they had expected. 
Women who had surgical abortions expe- 
rienced significantly le^ bleeding than 
they had expected (mean of2.5 compared 
with3.1,p<.00!). 

Acceptability of Abortion Method 
Both methods were highly acceptable. 
Nearly half (48%) of the vromen who had 
participated in the clinical tri^ were very 
satisfied with their methotrexate-induced 
abortion. Another 33% reported that they 
were somewhat satisfied. Similar per- 
centages of w)men who had had surreal 
^rtions reported that they weie very sat- 
isfied (43%) or somewhat satisfied (39%) 
with their abortion method (p*.64). The 
majority of participants reported that they 
would recommend the method they had 
experienced to a friend (82% of women in 
the medical group and 78% of those in the 
surgical group, p=,45). Similarly. 89% of 
the women in the medical group and 93% 
of those in the surgical group stated that 
they would select the same abortion meth- 
od if they had to terminate another preg- 
nancy (p=.33). 

We cOTipared vromen in the medical co- 
hort who reported that tlwy were satisfied 
or very satisfied (81%) with their abortion 
procedure with those who were neutral, 
dissatisfied or very dissatisfied regarding 
factors hypothesized to influence satis- 
faction. The iO variables examined in these 
bivariate analyses included previous ex- 
perience with surgical abortion, failure of 
tlK! med ical abortion procedure, four mea- 
sures of the experience of abortion (anxi- 
ety. pain, amount of bleeding and dura- 
tion of bleeding and four measures of the 
difference between expectations and ex- 
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perience (arwiety. pain, 
amount of bleeding and 
duration of bleeding). 

The latter fcajr measures 
were calculated by sub- 
tracting the e)q»ctatum 
rating from the experi- 
ence rating ftxr each itera 
Among medical 
tion patients, women 
who were satisfi«l or 
very satisfied did not dif- 
fer from other women 
on any of these variables. 

Women in the sui^cal 
cohort who repwted that 
they were satisfied or 
very satisfied (82%) with 
their abortion procedure 
were compared with 
those who were neutral, 
dissatisfied or very dis- 
satisfied with regard to 
the same factors de- 
scribed above (with the exception of pro- 
cedt^ f^ure). Suigkal patients In the dis- 
satisfied group reported experiencing 
higher levels of anxiety (p<.01) compared 
with the satisfied group, but the two 
groups did not differ according to any 
other factors. 

Discussion 

It is noteworthy that women’s choice of 
method was iwt related to demographic 
characteristics, to prior experience with 
miscarriage, abortion or sexual abuse, or 
to level of comfort with the decision to 
have an abortion. These findings are sup- 
ported by other studies which have not 
found demographic characteristics to be 
predictive of choice of method.® Howev- 
er, they appear to contradict some of the 
attitudes and observations of medical 
abortion providers documented in our 
previous study.® According to preliminary 
data from that study, many providers be- 
lieved that wewnen were b^er candidates 
for medical abortion or more likely to 
choose the method If 
they were older, more 
educated, of higher so- 
cioeconomic status and 
able to speak English. 

Because the range of 
demographic and other 
characteristics of worrwn 
in this sample is limited, 
additional research is 
warranted. However, 
our findings suggest 
that reproductive health 
provi^rs and coun- 


selors need to reexamine their assump- 
tions and recognize that factors affecting 
method choice are numerous and com- 
plex. 

Women’s preferences regarding abor- 
tion method characteristics were signifi- 
cant predictors of the abortion method 
that they chose. This finding underscores 
the fact that women have different values 
and life circumstances that may influence 
their choice of abortion methods. 
Providers need to be aware of and sensi- 
tive to such differences when counseling 
women about choice of methods, 

V\bmen who had methotrexate-induced 
abortions reported significantly greater 
pain, more bleeding and longer duration 
of bleeding than did women had sur- 

gical abortions. This finding is consistent 
with a previous study documenting hea^^ 
ier and more prolonged bleedlrlg among 
patients having mifepristone-induced 
abortions than among those who had sur- 
gical abortions.^ Despite the greater dis- 
comfort and inconvenience associated 


Table 4. Mean scores for expectations and experiences, by type 
of abortion procedure, according to component of abortion 
experience 


Component 

Expectations | 

Expenences 

Medical 

(N=166) 

Surgical 

{N=118) 

Medicai 

(N=165) 

Surreal 

(N=90) 

Paint 

3.2 

3.1 

3.4 

2.9— 

Anxietyt 

3.0 

3.1 

3.0 

2.9 

deeding amounit 

3.5 

3.1- 

3.4 

2,5*** 

OuraN<xt of tsieedingt 

2.7 

2.6 

3.3 

26... 


"•OillerenoeissignBficantalpe.OOl. tMean soofe: 1, non*; Z siight; 3, modefate;4. high; 5, 
eiiirem®, tM»anscoie:l,1to3Says:2,*lo6day3;3.7to9d3ys;4, l0tol2d3ys;5.al3<Says- 
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with medical abortion, the ovei'whelming 
majority of women in both groups re- 
ported that they were satisfied with their 
method, would recommend it to others 
and would choose the method again. 

Our findings highlight the importance of 
abortion education and counseling. All 
women need to be knowledgeable about 
the characteristics of abortion methods and 
understand how their own values, experi- 
ences and life situations can help them to 
Identify the option. In addition to pro- 
viding objective information about the 
methods {e.g., a medical abortion may in- 
volve more pain and heavier bleeding for 
a longer duration), providers should assist 
women in assessing their d^ee of comfort 
with havinga surgical procedure, with see- 
ing blood and tissue, and with experienc- 
ing an aboitlon without medical personnel 
being present. They should also determine 
whether a woman prefers an abortion that 
is completed quickly, that takes place in the 
privacy of her home or tiiat resemble a nat- 
ural miscarriage. By incorporating these is- 
sues into their counseling sessions, 
providers will assist women to make more 
informed choices amor^ abortion methods. 

Our sample of medical abortion pa- 
tients was limited to women who had 
used methotrexate. No studies to date 
have contrasted the experiences and sat- 
isfaction of women who obtain metho- 
trexate-induced abortions with those of 
women who get mifepristone-induced 
abortions. However, previous studies of 
both patients and providers indicate chat 
women may prefer mifepristone abortions 
because they lake less time.® It is therefore 
likely that mifepristone will become the 
drug of choice for medical abortions 
among women In the United States. 

Because the characteristics of and pro- 
cedures for these two types of medical 
abortion are quite similar, findings from 
this study can be applied to mifepristone- 


induced abortions, and perhaps even to 
new drug-induced methods still under de- 
velopment Howevo’, r^eardi is still need- 
ed to evaluate women's experience with 
different typ^ erf drug-induced abortions, 
as well as their experiem^ with mifepris- 
tone abortions versia »Jiglca! procedures. 

Our sample may have limited general- 
izability. As previously mentioned, the 
women intxorstiidy sample were enrolled 
in a clinical trial. It is possible that early 
adopters of a new technolc^ may differ 
from those who choose a method after it 
has become more established and famil- 
iar. Attitudes about newness and risk-tak- 
ing may be important for both method 
choice and satisfaction.® Additionally, al- 
though response and retention rates were 
fairly high, women who enrolled In and 
completed our study may have differed 
from those who did not. Finally, because 
our sample was small and fairly homo- 
geneous. our findings may not be gener- 
alizable to women from different racial 
and ethnic groups. 

Our findings underscore the importance 
of expanding women’s access to medical 
abortion, it is knpMtant to note that women 
were satisfied with whichever method they 
chose — medical or surgical. Previous stud- 
ies have found that choice is associated 
with higher levels of satisfaction, regard- 
less of the method chosea*® Giving women 
a choice among abortion methods should 
therefore increase their overall level of sat- 
isfaction with abortion methods and ser- 
vices. Facilities currently offering only sur- 
gical abortion should expaiKl their services 
to Include medical abortion, and health 
providers, policymakers and advocates 
should continue their efforte to make med- 
ical abortion available to all women in the 
United States. 
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OFFICE OF WOMENS HEALTH 
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About the Office of Women's Health 


About the FDA and its Office of Women's Health 


OWH Home 


The U.S. Food and Drug Adminish'ation is the U.S. government agency that oversees 
most foods and medical products. Its job is to make sure that; 


About OW H 


• food is safe, healthy, and clean 

> medicines and medical devices are reasonably safe and effective 

■ cosmebc products are safe 

> animal foods and drugs are safe 

• food and medical products have proper labels 

Our Mission 

The U.S. Food and Drug Administration's Office of Women’s Health (OWH) serves as 
a champion for women's health both within and outside the agency. To achieve its 
goals. OWH: 

m Ensures that FDA functions, both regulatory and oversight, remain gender sensitive 
and responsive; 

■ Works to correct any identified gender disparities in drug, device and biologies 
testing, and regulation policy: 

■ Monitors progress of priority women's health initiatives within FDA; 

■ Promotes an integrative and interactive approach regarding women's health issues 
across ail the organizational components of the FDA; and 

■ Forms partnerships with government and non-government entities, including 
consumer groups, health advocates, professional organizations, and industry, to 
promote FDA's women's health objectives, 

Our Director 

Kathleen Uhl. M.D.. Assistant Commissioner for Women's Health 
Phone: 301-827-0350 
Fax: 301-827-0926 


Women and Science 

■ OWH Science Proi 

■ Women's Health S 
" Clinical Trials for V 


Health Information 
Campaigns 
("Take Time To Care 

Health Topics 

News Releases 

Free Publications 

In f o r ma ti on f or S p o t 
Qroups 


PDF documents may be rea< 
copy of the AtkAe Acrobat F 


Reports 

■ Progress Report; "10 Years and Sevond" |pdf496kb] (March 2006) 

■ Protectino and Advancing the Health of Women, a Congressional Bnefino by the 
OWH director (May 18, 2005) 

Other FDA Links 

In its role as part of the Office of the Commissioner, the OWH supports and provides 
input to all FDA offices. The FDA is organized Into centers that are responsible for 
different types of products, and most have programs and initiatives that support 
women's health. These centers include: 


> Center for Food Safety and Applied Nutrition 

■ Center for Drug Evaluation and Research 

■ Center for Devices and Radiological Health 


http://www.fda.gov/womens/programs.html 
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• Ce nter for Biologies Evaluation and Research 
. Cen ter for Veterinary Medicine 

• Nation al Center for Toxicologica l Research 
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FOOD AND DRUG ADMINISTRATION 

Decision Process to Deny initial 
Application for Over-the-Counter 
Marketing of the Emergency 
Contraceptive Drug Plan B Was Unusual 


Why GAO Did This Study 

In April 2003, Women's Capital 
Corporation submitted an 
application to the Food and Drug 
Administration (FDA) requesting 
the marketing status of its 
emergency contraceptive pUl 
(ECP), Plan B, be switched from 
prescription to over4he-counter 
(OTC). ECPs can be used to 
prevent an unintended pregnancy 
when contraception fails or after 
unprotected intercourse, including 
cases of sexual a^auit. hi ftfey 
2004, the Acting Director for the 
Center for Drug Evaluation and 
Research (CDER) issued a “not- 
approvable" letter for the switch 
application, citing safety concerns 
about the use of Plan B in women 
xmder 16 years of age without the 
supervision oS a hesdth care 
practitioner. Because the no^ 
approvable decision for the Plan B 
OTC switch application was 
contrary to the recommendations 
of FDA’s Joint advisoiy committee 
and FDA review staff, questions 
were raised about FDA’s process 
for arriving at this decision. GAO 
was asked to examine (1) how the 
decision was made to not approve 
the switch of Plan B from 
prescription to OTC, (2) how the 
Plan B decision compares to the 
decisions for other proposed 
prescription-to-OTC switches from 
1994 through 2004, and (3) whether 
there aro age-related marketing 
restrlctioiK for prescription Plan B 
and other prescription and OTC 
contraceptives. To conduct this 
review, GAO examined FDA’s 
actions prior to the May 6, 2004, 
not-approvable letter for the initial 
application. 

www.gao.9Ov/cgi-birVgetrpt7GAO-06-109. 

To view the ftrll product, including the scope 
and methodology, click on the link above. 

For more informatkDn, contact Marcia Crosse 
at (202) 512-71 19 or C3ossan@gao.gov. 


What GAO Found 

On May 6, 2004, the Acting Director of CDER reyected the reconmiendations 
of FDA’s joint advisory committee and FDA review officiate by signing the 
not-approvable letter for the Plan B svritch application. While FDA followed 
its gener^ procedures for considering the application, four aspects of FDA’s 
review process were unusual. First, the directors of the offices that reviewed 
the ^pliciUion, who would normally have been responsible for signing the 
Plan B action letter, disagreed with the decision and did not sign the not- 
approvable letter for Plan B. The Director of the Office of New Drugs also 
disagreed and did not sign the letter. Second, FDA’s high-level management 
was more involved in the review of Plan B than in those of other OTC switch 
applications. Third, there are conflicting accounts of whether the decision to 
not approve the application was made before the reviews were completed. 
Fourth, the rationale for the Acting Director’s decision was novel and did not 
follow FDA’s tra(titiona] practices. The Acting Director stated that he was 
concerned about the potenti^ behavioral implications for younger 
adolescents of marketing Plan B OTC because of their level of cognitive 
development and that it was invalid to extrapolate data from older to 
younger adolescents. FDA review officiate noted that the agency has not 
considered behavioral implications due to differences in cognitive 
development in prior OTC switch decisions and that the agency previously 
has considered it scientifically appropriate to extr^olate data from older to 
younger adolescents. 

The Plan B decision was not typical of the other 67 proposed prescription-to- 
OTC switch decisions made by FDA from 1994 tiurough 2004. The Wan B 
OTC switch application was only one during this period that was not 
approved after the advisory committees recommended approval. The Plan B 
action letter was the only one signed by someone other than the officiate 
who would normtdly sign the letter. Further, there are no age-related 
marketing restrictions for ^ prescription or OTC contraceptives that FDA 
has approved, and FDA has not required pediatric studies for them. FDA 
identified no issues that would require age-related restrictions in the review 
of the ori^nal prescription Plan B new drug application. 

In its comments on a draft of this report, FDA disagreed with GAO’s finding 
that hi^-level man^ement was more involved with the Plan B OTC switch 
application than usu^, with GAO’s discussion about when the not- 
approvable decision was made, and with GAO’s finding that tiie Acting 
Director of CDEB’s rationale for denying the sqiplication was novel. 

However, GAO found that high-level management’s involvement for the Plan 
B decision was unusual for an OTC switch ^plication and FDA officials 
gave GAO conflicting accounts about when they believed the decision was 
made. The Acting Director acknowledged to GAO that considering 
adolescents’ cognitive development as a rationale for a not-approvable 
decision was unprecedented for an CyiC application, and other FDA officials 
told GAO ttiat the ratiormle differed from FDA’s traditional practices. 

Hnitort states Government Accountability Otfice 
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G A O 

^™g|j|jj|jj|j||^ Accowtab^ » Integrity • Re^ifetHty 

United States Government Accountability Office 
Washington, DC 20548 


November 14, ^5 
Congressional Requesters 

In April 2(K)3, Women’s Capital Corporation (WCC) submitted an 
application to the Food and Drug Administration (FDA) requesting that 
the marketing status of its emergency contraceptive pUl (ECP), Plan B, be 
switched from prescription to over-the-counter (OTC).' ECPs can be used 
to prevent unintended pregnancy when contraception fails or after 
unprotected intercourse, including cases of sexual assault. Plan B had 
been approved for use as a prescription drug by FDA in 1999 and is most 
effective when taken as soon as possible, but no later than 72 hours, after 
intercourse. By law, FDA may approve the switch of a prescription drug to 
OTC status if use of the drug is safe and effective for self-medication in 
accordance with proposed labeling.^ Since 1975, when FDA formalized the 
current process for approving prescription-to-OTC switches, FDA has 
approved approximately 90 applications to change the marketing status of 
a prescription drug to OTC. 

According to FDA’s operational policies, reviews of OTC switch 
applications occur in its Center for Drug Evaluation and Research 
(CDER).* (yrc switch ^plications for drugs that are “firsMn-a-class,”* 
such as Plan B, are reviewed by two of the six offices of drug evaluation 
within ODER — including the Office of Drug Evaluation V, which reviews 
all OTC switch ^plications, and the office of drug evaluation that has the 
relevant expertise for the proposed switch drug.® In addition, CDER can 
request a joint meeting of advisory committees that it has established to 


‘FDA defines prescr^on-to-OTC switch as the OTC marketing of a product that was once 
a prescription drug product for the same indication, strength, dose, duration of use, dosage 
form, population, and route of administration. In this report, the phrase “OTC switch” 
refers to aprescripiion-to-OTC switch. 

^See 21 U.S.C. § 353CbKO-. 21 C.F.R. § 310.200(b) (2005). 

^FDA’s operational polides are in its manuals of policies and procedures. 

■“a class of drugs refers to a category based on the chemical ingredients of the drugs. “Plrst- 
in-a-dass” refers to the first drug to be reviewed for an OTC switch within a class of drugs. 

®In this report, FDA review staff refers to the staff in the Offices of Drug Evaiu^ion III and 
V who reviewed tiie Plan B OTC switch implication. The CDER structure described in this 
report is the one that existed at that time. 
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seek scientific advice about its decisions from outside experts. The joint 
advisory committee meeting is conducted by the advisoiy committee that 
has expertise in OTC drugs and the advisory committee that has relevant 
expertise for die proposed OTC switch drug. After review of the OTC 
switch application and advice of the joint advisory committee, the 
directors of both offices of drug evaluation make a decision. If the 
directors of the offices concur on the decision for the application, they 
generally will both sign and issue an action letter.* If the directors do not 
concur with one another, the application is sent to the next level of review, 
the Director of the Office of New Drugs within CDER, who then makes the 
decision and signs and issues the action letter. However, the Director of 
CDER can also decide on an application and sign and i;^ue the action 
letter. 

The Plan B ^plication went to the Office of Drug Evaluation V, which 
includes the Division of Over-the-Counter Drug Products, and the Office of 
Drug Evaluation HI, which includes the Division of Reproductive and 
Urologic Drug Products, where it was reviewed. In December 2003, a joint 
meeting of two FDA advisory committees, the Nonprescription Drugs 
Advisory Committee (NDAC) and the Advisory Committee for 
Reproductive Health Drugs (ACRHD), recommended in a vote of 23 to 4 
that the proposed OTC swteh for Plan B be ^proved. FDA review staff 
also agreed that Plan B should be granted OTC status. On May 6, 2004, the 
Acting Director of CDER^ signed a “not-approvable" letter for the switch to 


®An action letter is a written communication to the sponsor from FDA stating the outcome 
of the review of an application. Hie ^onsor or applicant is the person or entity Hat 
assumes responsibility for the marketing of a new drug, including responsibility for 
compliance wiUi i^plicable provisions of the Federal Food, Drug, and Cosmetic Act and 
related regul^ons. 

'The current Dirertor of CDER was appointed to this position on July 29, 2005. However, 
he held the title of Acting Director from fall 2003 until his appointment. Prior to his 
appointment to Acting Director, he was Deputy Director of CDER. Becai^ he was Acting 
Director during most of the time covered by this report— -for those events associated with 
die initial Plan B OTC switch application through the May 6, 2004, decision— we use the 
title of Acting Director for him in this report. 
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ore,® citing safety concerns about the use of Plan B in women under 16 
years of age without the supervision of a practitioner licensed by law to 
administer tiie drug.® On July 22, 2004, Barr Pharmaceuticals, Inc.,‘" 
submitted an amended application for the proposed Plan B switch to 
market Plan B OTC for women 16 years of age and older and as a 
prescription drug for those under 16 years of age." 

Because the not-approv^le decision for the initial Plan B OTC switch 
application was contrary to die recommendations of the joint advisory 
committee and the FDA review staff, you raised questions about FDA’s 
process for arriving at its decision on the initial application. In this report, 
for the initial Plan B OTC switch application, we examined (1) how the 
decision was made to not approve the switch of Plan B from prescription 
to OTC, (2) how the Plan B decision compares to the decisions for other 
proposed prescripbon-to-OTC switches burn 1994 tiirough 2004, and (3) 


*A not-approvable letter is a letter to the sponsor from FDA stating that the agency does not 
consider the application approvable because of one or more deficiencies in the ^plication. 
See 21 C.F.R. § 314.120. There are two other types of action letters: the approval letter mid 
the approvable letter. The approval letter indicates that the applicaUon is approved and the 
drug may go OTC. An approvable letter is similar to the not-approvable letter in that there 
are one or more deficiencies in the application precluding its approval. See 21 C,F.R. § 
314.110. FDA officials stated that the difference between a not^prov^le letter and an 
ai^rovable letter is that a not-approvable letter is generally issued when more studies are 
required and an approvable letter is generally issued if there are sufficient data, but some 
outstanding concerns stUI exist. 

^Besides physicians, other health care providers, such as nurse practitioners and 
physicians' assistants, be licensed by law to administer drugs. While only FDA may 
chm^e a drug’s status from preschptiem to OTC, the practice of pharmacy is state 
controlled, allowing each state to decide who may prescribe a drog. While rpost states do 
not allow pharmacists to prescribe drugs, eight states (Alaska, California, Hawaii, Maine, 
Massachusetts, New Hampshire, New Mexico, and Washmgton) allow pharmacists to 
prescribe ECPs or provide them in accordance with approved ph^ician protocols. 

"^In February 2(W4, WCC sold U\e ri^ts to market Plan B to Barr Pharmaceuticals, Inc. In 
October 2003, as the purcha^ of Plan B by Barr Pharmaceuticals, Inc., was being finalized, 
Barr began acting as the i^ent for WCC regarding Plan B. 

‘ ‘On August 26, 2005, FDA announced it had completed its review of the amended 
appUcation and concluded that the scientific data were sufficient to support the safe use of 
Plm B in an OTC setting for women 17 years of age and older. However, FDA delayed 
taking at^on on the amended aj^plication to seek public comment on marketing issues 
rehtted to this decision. See Drug Approvals: Circumstances Under Which an Active 
Ingredient May Be Simultaneously Marketed in Both a Prescription Drug Product and an 
Over-lhoUounter Drug Product, '70 Fed. Reg. 52050 (2006). Accordingly, as of November 4, 
2(K)5, Plan B may not be legally marketed OTC. 
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whether ttiere are a^related raarketmg restrictions for prescription Plsm 
B and other prescription and OTC contraceptives. 

To address our objectives, we examined documents, including the official 
minutes from meetings of FDA staff and the written reviews of the 
adequacy of the Plan B OTC switch £^pIication prepared by FDA staff in 
the Offices of Drug Evaluation III and V and the Office of New Drugs, 
related to the review of, and decision on, the Plan B OTC switch 
application, and we interviewed FDA staff and officials who conducted the 
reviews and were involved in the decision. We also reviewed FDA’s 
manuals of policies and procedures and The CDER Handbook to 
determine how FDA considers an application to switch a drug from 
prescription to OTC.‘* We interviewed members of FDA’s two advisory 
committees that met jointly to discuss the Plan B OTC switch application, 
and we reviewed the transcript of its meeting. We compared the FDA 
decision for Plan B to FDA’s decisions for other proposed prescription-to- 
OTC switch £q>plications from 1994 through 2004. We interviewed officials 
from Barr Pharmaceuticals, Inc., the company currently sponsoring the 
Plan B applicatioR for the prescription-to-OTC switch, and WCC, the 
original sponsor of the Plan B switch application. In addition, we reviewed 
documents and interviewed FDA officials regarding age-related marketing 
restrictions for prescr4)tion Plan B and other prescription and OTC 
contraceptives. We also interviewed representatives from the American 
College of Obstetricians and Gynecologists, the American Academy of 
Pediatrics, Concerned Women for America, and the Planned Parenthood 
Federation of America, Inc., regarding FDA’s safety concerns for Plan B 
and other contraceptives. Our work examined only events and 
communications witiun FDA and between FDA and the Plan B sponsor; 
we did not consider any communications that may have occuired between 
FDA officials and other executive agencies. Our work examined only 
FDA’s actions prior to the May 6, 2004, not-approvable letter for the initial 
application, and we did not examine aspects of FDA’s subsequent 
deliberations about Plan B. (See app. I for details regarding our scope and 
methodology and app. n for a copy of the May 6, 2004, not-approvable 
letter for the initial application.) We conducted our work from September 
2004 through November 2005 in accordance with generally accepted 
government auditing standards. 


^^The CDER Handbook contains information on the center's processes and activities. It was 
created for industry offidals, healUi professionals, academics, and the general public, and 
it is available at www.fcla.gov/cder/handbook/startpag.htm (downloaded Dec. 8, 2004). 
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Results in Brief 


On Ma^jr 6, 2(W4, the Acting Director of ODER rejected ttie 
recommendations of the joint advisory committee and FDA review 
officials by signing the not-approvable letter for the Plan B switch 
application, concluding a review process that began on April 16, 2(K)3, 
when WCC sid)mitted a standard supplemental new drug ^plication 
(sNDA) requesting that Plan B be made available without a pr^cription. 
While FDA followed its general procedures for considering the 
application, four aspects of FDA's review process were unusual. Rrst, the 
Directors of the Offices of Drug Evaluation III and V, who would normally 
have been responsible for signing the Plan B action letter, disagreed with 
the decision and did not sign the not-approvable letter for Plan B. The 
Director of the Office of New Drugs also disagreed and did not sign the 
letter. Second, FDA’s high-level management was more involved in the 
review of Plan B than in those of other OTC switch applications. For 
example, FDA review staff told us that they were told early in the review 
process that the decision would be made by high-level management. Third, 
as documented in the reviews of FDA staff and in our interviews with FDA 
officials, there are conflicting accounts of whether the decision to not 
approve the application was made before the reviews were completed. 
Fourth, the rationale for the Acting Director of CDER's decision was novel 
and did not follow FDA’s traditional practices. Specifically, tt\e Acting 
Director was concerned about the potential impact that the OTC 
marketing of Plan B would have on the propensity for younger adolescents 
to engage in unsafe sexual behaviors because of their lack of cognitive 
maturity compared to older adolescents. He also stated that it was invaUd 
to extrapolate data from older to younger adolescents in this case. FDA 
review officials noted that the agency has not considered behavioral 
implications due to differences in cognitive development in prior OTC 
switch decisions and that the agency has considered it scientifically 
appropriate to extrapolate data from older to younger adolescents. 

The decision to not ^prove the Plan B OTC switch application was not 
typical of the other 67 prescription-to-OTC switch decisions made from 
1994 throu^ 2004. FDA’s joint advisory committee considered 23 OTC 
switch ^plications during this period; the Plan B OTC switch application 
was the only 1 of those 23 that was not approved after the joint committee 
voted to recommend approval of the ^plication. Also, the Plan B action 
letter was the only one signed by the Director of CDER, in this case the 
Acting Director of CDER, instead of the directors of the offices or 
divisions that reviewed the application, who would normally sign an action 
letter. 
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There are no age-related marketing restrictions for safety reasons for any 
of the prescription or OTC contraceptives that FDA has ^proved, and 
FDA has not required pediatric studies for them. All FDA-approved OTC 
contraceptives are available to anyone, and all FDA-approved prescription 
contraceptives are available to anyone with a prescription. For hormonal 
contraceptives, FDA assumes that suppression of ovulation would be the 
same for any female after menarche,'® reg^dless of age. FDA did not 
identify any issues that would require age-related restrictions in its review 
of the original application for prescription Plan B, and prescription Plan B 
is available to women of any age. 

In its comments on a draft of this report, FDA disagreed with three of our 
findings. First, FDA disagreed with our finding that the involvement of 
high-level management in the Plan B decision was unusual because their 
involvement is likely in high-profile and controversial regulatory decisions. 
Although we agree lhat high-level management involvement is more likely 
to occur with high-profile regulatory decisions, we foimd that the level of 
high-level management involvement for the Plan B decision was unusual 
for OTC switch applications. The other examples of high-level 
management involvement given to us by FDA officials during the course of 
our work involved decisions about the marketing of prescription drugs. 
Second, FDA disagreed with our discussion about when the decision to 
deny the switch application was made. We maintain that the draft report 
accurately noted tl^ FDA officials gave us conflicting accounts about 
when they believed the not-^provable decision was made. Third, FDA 
disagreed with our finding that the Acting Director of ODER’S rationale for 
denying the ^pUcation was novel and did not follow FDA’s traditional 
practices. We found that the Acting Director’s rationale was novel because 
it explicitly considered the differing levels of cognitive maturity of 
adolescents of different ages, and that, because of the Acting Director’s 
views about these differences in cognitive maturity, he concluded that it 
was in^propriate to extrapolate data related to risky sexual behavior 
from older to younger adolescents. The Acting Director acknowledged to 
us that considering adolescents’ cognitive development as a rationale for a 
not-approvable decision was unprecedented for an OTC application. In 
addition, other FDA officials told us that the t^ency had not previously 
considered whether younger adolescents would use a product differently 
than older adolescents. 'Therefore, we believe that our finding is correct 


^’Menarche is the initial menstrual period, normally occurring between a female's 9th and 
17th yejur. 
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Background 


and we have revised the report to more clearly describe the reasons for 
our finding. 


Within FDA, CDER oversees the switch of dru^ from prescription to OTC. 
Generally, prescription drugs are drugs that are safe for use only under the 
supervision of a health cme practitioner. Approved prescription drugs that 
no longer require such supervision may be marketed OTC.‘^ In applying 
this standard, FDA will authorize a prescription-to-OTC switch only after it 
is detennined that the drug in question has met the following FDA criteria: 
(1) it has an acceptable safety profile based on prescription use and 
experience;^* (2) it has a low potential to be abused; (3) it has an 
£^)propriate safety and therapeutic index;^ (4) it has a pt^itive benefit-risk 
assessment; and (5) it is needed for a condition or illness that is self- 
reco^zable, self-limiting," and requires minimal intervention by a health 
care practitioner for treatment “ FDA tries to determine if the OTC 
availability of a prescription drug will prevent or delay someone from 
seeking needed medical attention. 

One class of OTC dru^ switched from prescription status, the nicotine 
products (such as Nicorette gum), has restricted access based on age — 
they are available OTC only to persons 18 years of age or older. 


Studies for Prescription-to- Generally, drugs considered for a prescription-to-OTC switch involving the 
OTC Switches indication, strength, dose, duration of use, dosage form, patient 

population, and route of administration as the prescription drug require 
fewer new studies regsuding safety and efficacy because such studies have 
already been submitt^ as part of the original new drug applic^on 


‘^See 21 U.S.C. § 353(b)(1), 2! C.F.R § 310.200(b), 

‘*An appropri^e safety profile means Uiat a drug that has been on the market has proven 
that it continues to be s^e. 

'*The safe^ and ther^eutic index is the ratio between the toxic dose and the Uier^eutic 
dose of a (hvig and is used as a measure of the relative safety of the drug for a particular 
treatment 

"a self-limiting condition or illness is one that without treatment runs a definite course 
within a limited period. 

'*The8e criteria are from the transcript of the joint advisory committee meeting held on 
December 16, 2003, to discuss the Plan B OTC switch application. They were presented by 
an FDA racial at tiie meeting. 


GAO-06-10S Initial FDA Decision on Emergency Contraceptive 



501 


(NDA)/* FDA also requires sponsors to address concerns related to 
consumers’ ability to seif-diagnose and self-treat toe condition. Thus, 
sponsors generally submit addition^ studies, such as an actoal use study, 
which examines consumers’ ^ility to self-diagnose, and a label 
comprehension study, which examines how consumers interpret the 
drug’s proposed label. In addition to these actual use and label 
comprehension studies, FDA requires sponsors to submit updated safety 
information on adverse events reported for toe prescription form of the 
drug. 


FDA Process for Switching 
First-in-a-Class 
Prescription Drug to OTC 


Figure I shows the flow of an OTC switch application of a first-in-a-cla:^ 
drug through the decision process within CDER. To begin the process for 
a prescription-to-OTC switch, the sponsor submits an efficacy supplement 
to an approved NDA.“ This sNDA is sent to toe FDA Office of Drug 
Evaluation that oversaw the original NDA and usually is the office with 
relevant expertise. This Office of Drug Evaluation is generally responsible 
for reviews of the primary effectiveness data and safety results. After an 
application has been determined to be complete, a reviewer from this 
office assesses the design, general effectiveness, and safely of toe product. 
If toe application is determined to be incomplete, this office will issue a 
“refusal to file” letter to the sponsor, detailing the omissions or 
inadequacies that led to this decision. 


‘^Drugs that involve a different indication, sUength, dose, dviration of use, dosage form, 
patient population, or route of administration may require additional efficacy and safety 
studies. For example, the OTC switch of ibuprofen in 1984 was for a lower dose than 
prescripUon ibuprofen and, therefore, required new studies showing the efficacy of the 
lower dose. 

'“An efficacy supplement may include a submission for proposed changes in the labelmg of 
an ^proved pr^uct for a new indication, new dosage regimen, or si^uficant alteration in 
the patient population. 


OAO-06-109 Initial PDA Decision on Emei^ency Contraceptive 



502 


Figure 1; Flow of ar> OTC Switch Application through the Decision Process wtthin 
CDER for First-in-a-Class Drug 



SourDS: FDA. 

Nate: As part of ttielf deciaon process, the Offices of Drug Evaluation also get input from ODER’S 
Office of Drug Safely. They also may convene a meeting of advisory committees. 
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When an Office of Drug Evaluation with relevant expertise receives a 
fUeable sNDA for an OTC drug switch, it notifies the Office of Drug 
Evaluation V and its Division of Over-the-Counter Drug Products, which 
has relevant expertise in CfTC drug products. Generally, the Office of Drug 
Evaluation V oversees the review of (1) the suitability of the product for 
OTC use and (2) safety experiences during the marketing of the 
prescription product. A reviewer from this office assess^ studies related 
to OTC marketing, including the actual use and label comprehension 
studies. ODER’S Office of Drug Safety conducts additional reviews of the 
label comprehension studies, reviews postmarketing safety data of the 
prescription drug, and provides reports to reviewing staff in other offices 
upon request 

FDA can convene advisory committee meetings for prescription-to-OTC 
switch applications. Advisory cominittees include outside experts, such as 
medical professionals and researchers, who provide FDA vrith 
independent advice and recommendations. Members review data 
submitted by the sponsor or presented by FDA review staff, addins 
questions, and vote, either supporting or opposing a switch from 
prescription-to-OTC status. Advisory committees conduct open meetings 
and offer members of the public the opportunity to e3q)ress their views. 
FDA considers the advisory committees’ recommendations in its 
deliberations. However, the agency decides whether to adopt these 
recommendations on a case-by-case basis and is not required to follow the 
committees’ recommendations. 

FDA review staff firom the jq>propriate offices of drug evaluation review 
the data presented, interpret the findings, and make recommendations to 
the respective office directors on whether the proposed OTC switch 
should be approved. Once these reviews are completed, they are sent to 
the directors of both the office of drug evaluation wilh relevant expertise 
and the Office of Drug Evaluation V. If both directors agree with each 
others’ review recommendation, the directors of the relevamt offices of 
drug evaluation prepare an action pack^e*' and an appropriate action 
letter for review, concurrence, and their final signatures. If the office 
directors do not concur on the decision, the application is reviewed by the 
Office of New Drugs. The Director of ODER is not directly involved in the 


^‘An action package is a compilation of (1) FDA-generated documents related to the review 
from submissicHi to final action of an NDA or efficacy supplement from the sponsor; (2) 
documents, such as meeting minutes and pharmacology reviews, pertsinii^ to the format 
and content of the application; mtd (3) labeling submitted by the sponsor. 
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approval of all drugs, but may overrule the decfeions of subordinate 
officials. 


Contraceptives 


The authority to approve an OTC switch application ultimately rests with 
the Secretary of Health and Human Services. 'Hiis approval authority is 
delegated to the Commissioner of FDA, then to other high-level 
management officials, and eventually to other FDA officials within lower 
levels of the agency. This delegated authority allows decisions to be made 
at lower levels within the agency but assumes that management agrees 
with these deci^ons. The FDA Commissioner and other officials within 
the Office of the Commi^ioncr usually do not have a role in OTC switch 
decisions, but have the authority to overrule the decisions of other FDA 
officials. 


There are several types of contraceptive drugs and devices, including 
barrier methods, intrauterine devices, spermicides, and hormonal 
methods. Several types of hormonal methods of contraception are 
avaUable, including birth control pills, iiyectable hormones, hormonal 
implants, and ECPs. FDA has approved two ECl^, Preven and Plan B, for 
use by prescription, and Plan B is the first drug in its class to go through 
the review process by FDA to determine whether it should be allowed to 
be sold OTC.“ ECPs are high dose birth control pills and have been 
avmlable by prescription since 1998, when FDA approved Preven, a 
dedicated® combined ECP containing the hormones estrogen and 
progestin." Prior to 1^8, many physicians instructed patients to take 


“in 1997, a notice in the Federal Register stated Utat the Commissioner of FDA had 
concluded that certain combined oral contraceptives contruning ethinyl estradiol and 
norgestrel or levonorge^rei are safe and effective for use as emergency contraception, and 
requested submission of NDAs for this use. See Prescription Drug Products; Cert^ 
Combined Oral Contraceptives for Use as Postcoital Emergency Contraception, 62 Fed. 
Reg. 8610 (1997). In 2004, tiie manufacturer stopped production of Preven. 

®A dedicated ECP is a drug expressly meant for use as an ECP; levonorgestxel is a 
synthetic prc^estin commonly used in birth control pills. 

^‘Estrogen is a hormone that is responsible for cyclic changes in the vagina and uterus. 
Progestin is a hormone that prepares the endometrium for implantation of the fertilized 
egg. These hormones in oral birth control pills suppress ovulation. 
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higher doses of oral contraceptive pills for emergency contraception, an 
“off-label" use.** 


Emergency Contraceptive Plan B is a dedicated ECP containing only levonoi^estrel, a type of 
Plan B progestin. The Plan B regimen is a two-piU dose of levonorgestrel (0.75 mg 

each) that is most effective when the first pill is taken as soon as possible, 
but no later than 72 hours, after contraceptive failure or unprotected 
intercourse. The second pill is taken 12 hours after the fust pill. Research 
suggests that a levonorgestrel-only hormone regimen, such as Plan B, can 
reduce the risk of pre^ancy by 89 percent if taken within the 72-hour 
window." The time constraint for maximum effectiveness associated with 
Plan B has led many in the medical community and some reproductive 
health advocates to support switching Plan B to OTC, making it more 
readily available when needed. In addition, levonorgestrel-only regimens, 
such as Plan B, have fewer side effects than the combined ECP, reducing 
the incidence of two common side effects, nausea and vomiting, by 50 
percent and 70 percent, respectively. 

Research has shown that ievonorgestrel-oidy hormonal emergency 
contraception, such as Plan B,** interferes with prefertilization events. It 
reduces the number of sperm ceils in the uterine cavity, immobilizes 
sperm, and impedes further passage of sperm cells into the uterine cavity. 
In addition, levonorgestrel has the capacity to delay or prevent ovulation 
from occurring.” 


“Off-label drug use occurs when physicians prescribe a drug for ciinicaJ indications other 
than those listed on the label. 

"World Health Organization, “Randomized Controlled Trial of Levonorgestrel Versus the 
Yuzpe Regimen of Combined Oral Contraceptives for Emergency Contraception," The 
Lancet, vol. 352 (1998): 428-131 

*'Horacio B. Croxatto and others, “Mechanism of Action of Hormonal Prepm’ations Used 
for Emergency Contraception: A Review of the Literature," Contraception, vol 63 (2001): 

1 1 1-121; and H.B. Croxatto and others, ‘Pituitary-Ovarian Function Following the Standard 
Levonorgestrel Emergency Contraceptive Dose or a Single 0,75-mg Dose Given on the Days 
ft’ece<ting Ovulation," ContTxiccption, vol. 70 (2004): 442450. 

"Ovulation occurs when a mature egg is released from the ovary, is pushed down the 
fallopian tube, and is avail^le to be fertilized. 
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product.” In Edition, according to meeting minutes, the Commissioner 
requested a “rapid action” on the Plan B CXTC switch application.^" 


Four Aspects of FDA’s 
Review of the Plan B OTC 
Switch Application Were 
Unusual 


FDA Officials Normally 
Responsible for Signing the 
Action Letter Did Not Do So 


Aspects of FDA’s review of the Plan B OTC switch application were 
unusual compared to the agency’s regular review process. First, the FDA 
officials who would normally sign an action letter for an OTC switch 
appHcation disagreed with the decision and did not sign the Plan B not- 
approvable letter; as a result, the Acting Director of CDER did so. Second, 
the review process for the Plan B OTC switch application was marked by a 
level of involvement by FDA high-level management that has not been 
typical for OTC switch applications. Third, conflicting accounts exist 
regarding when the decision to deny the application was made. FinaEy, the 
Acting Director of CDER’s rationale for denying the ^plication was novel 
for an OTC switch decision. 

By early April 2004, the reviews from the Offices of Drug Evaluation HI 
and V were completed. The directors of these offices agreed with the 
recommendations of the joint advisory committee and review staff that 
Plan B should be made available without a prescription. Nonetheless, the 
office directors told us that they were asked by high-level management to 
draft a not-approvable letter. Both office directors also told us they did not 
agree with a not-approvable action and did not sign the not-approvable 
letter. 

The issue was then raised to the Office of New Drugs. The Director of the 
Office of New Drugs reviewed the staffs analysis of the application and 


‘"We attempted to interview the individual who had been the Commissioner of FDA until 
March 2004. We were unable to arrange an interview, and he did not respond to written 
questions we submitted. However, he did provide a written comment to us. The former 
Commissioner noted that the initial Plan B decision was made after he left FDA and that 
his interactions with the Acting Director of CDER and oth^ FDA staff in this case were 
consistent with his usual practtces. Wc also atten^ted to interview the individual who had 
been die Deputy Commisuoner until March 2004, when he became the Acting 
Commissioner (we refw to him as Deputy Commissioner in this report). We were un^le to 
arrange an interview with him or cri:>tain a response to our written questions prior to his 
departure from FDA in September 2(M)5. His attcwnney subsequent^ provided a vmtten 
statement on his behalf. According to the statement (1) the Deputy Commissioner did not 
have a role in the review of the Plan B switch application; (2) the Acting Director of CDER 
briefed him after he became Acting Commissioner on the Acting Director's conclusions 
reguding Plan B, and he concurred with the Acting Director's decision; and (3) the Deputy 
Commissioner did not read the reviews of the application by the staff from the Offices of 
Drug Evaluation ID airf V and by the Director of the Office of New Dru^ and therefore, 
could not have any comments or concerns. 
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concuired with the recommendations of both office directors. He also did 
not sign the not-approvable letter. The Director of the Office of New Dru^ 
told us that it was “very, very rare” that his office would become involved 
in the signing of an action letter. According to FDA manuals of policies 
and procedures and The CDER Handbook, the Office of New Drugs would 
review decisions from the offices of drug evaluation only if there was 
disagreement between these two reviewing offices. In the case of Plan B, 
there was no disj^reement between the two reviewing offices of drug 
evaluation on the jg>provability of the application. 

The Acting Director of CDER signed the not-approvable letter, which was 
issued on May 6, 2004. According to FDA, the Acting Director of CDER did 
not ask the Directors of the Offices of Drug Evaluation III and V or the 
Director of the Office of New Drugs to sign the not-approvable letter, nor 
was the letter presented to them for their signmure, because it was known 
that they did not agree with the not-approvable action. 


High-Level FDA Management 
Was More Involved Than Usual 
in the Review Process for the 
Plan B Prescription-to-OTC 
Switch Application 


High-level FDA management became more involved than usual in the 
review process for the Plan B OTC switch application. According to 
review staff within the Offices of Drug Evaluation III and V that we spoke 
with and as documented in their respective reviews, at a meeting held on 
January 15, 2004, the Acting Director of CDER informed them that the 
decision for the Plan B OTC switch ^plication would be made by high- 
level management This «:tion removed decision-making authority from 
the directors of the reviewing offices who would normally make the 
decision. According to minutes from a subsequent meeting between 
review officials and the sponsor on Januaiy 23, 2004, the Director of the 
Office of New Drugs informed the sponsor that such a high-level decision 
was not typical of CDER's procedures for drug approvals. 


The Acting Director of CDER told us that management needed to be 
comfortable with review staff's final decision because of llie high visibility 
and sensitivity of the Plan B OTC switch application. He and other senior 
FDA officials told us that involvement by high-level management stemmed 
from the agency’s practice of delegated authority. In addition to highly 
visible and sensitive cases, they said that the Commissioner and the 
Director of CDER would also generally become involved in cases that 
would potentially have a far-reaching impact or in cases in which 
management had a different view or disagreed with review staff. Although 
such cases are rare, FDA officials cited other examples when high-level 
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management was more involved in the review process for a drug 
application than normal — the approval of thalidomide for the treatment of 
leprosy in 1998** and the approval of mifepristone for the termination of 
earty pregnancy in 2000.® Unlike Plan B, the examples FDA officials 
provided us did not involve OTC switch applications. 

FDA Officials Gave Conflicting FDA officials gave conflicting accounts of when the not-approvable 

Accounts of When the Decision decision for the Plan B OTC switch application was made. FDA officials, 
to Not Approve Plan B Was including the Director and Deputy Director of the Office of New Drugs and 

Made the Directors of the Offices of Drug Evaluation III and V, told us that they 

were told by high-level management that the Plan B OTC switch 
application would be denied months before staff had completed their 
reviews of the application. The Director and Deputy Director of the Office 
of New Dmgs told us that they were told by the Acting Deputy 
Commissioner for Operations® and the Acting Director of CDER, after the 
Plan B public meeting in December 2003, that the decision on the Plmi B 
application woidd be not-approvable. They informed us that they were 
also told that the direction for this decision came from the Office of the 
Commissioner. The Acting Deputy Commissioner for Operations and the 
Acting Director of CDER denied that they had said that the application 
would not be approved. In addition, althoui^ minutes of the January 15, 
2004, meeting stated that the Acting Director told review staff that a not- 
approvable decision was “recommended,” review staff documented that 
they were told at this meeting that the decision would be not-^provabie. 
Both office reviews were not completed until April 2004. 


■“L^rosy ia a chronic bacterial infection that primarily affects the skin, nerves, Mid mucus 
membranes and causes deformities of the face and extremities. For the dialidomide NDA, 
the Director of CDER at that time disagreed with review staff on whether the NDA should 
be ^proved. Review staff were concerned about the potential off-label use of the drug. 
However, the Director disagreed and overruled review staff and approved the thalidomide 
NDA 

®For mifepristone, there was no disagreement between high-level management and Uve 
review staff on whether the NDA should be approved. R^her, the Conunisstoner at that 
time signed the ^proval letter out of concern regarding the protection of the identities of 
staff that had reviewed the application. 

*^e Acting Deputy Commissioner for Operations was the Director of CDER when the 
initial Plan B OTC switch applicatiim was submitted in April 2003. She told us that she 
became the Acting Deputy Commissioner for Operations in March 2004, and that her role in 
the review of the initial Plan B OTC switch application was as a consultant to the Acting 
Director of CDER. 
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However, the Acting Director of ODER told us that he made the decision 
to not approve the Plan B OTC switch application shortly before signing 
the action letter. He also informed us that his decision was made in 
consultation with other high-levd management officials, including the 
Commissioner and the Acting Deputy Commissioner for Operations, but 
that he was not directed to reach a particular decision. The Acting 
Krector also told us that these high-level management officials agreed 
with his decision. When we asked the Acting Director about his meeting 
with officials from the Office of New Drugs in December 20(^, he told 
that he might have indicated to the Director and Deputy Director that the 
agency was “tending" or “thinking of going" in the direction of a not- 
approvable decision, but that this was not the final decision. Purtherraore, 
althou^ he told us that he was “90 percent sure” as early as January 2004, 
that the decision would be not-approvable, the Acting Director told us he 
made his final decision only in the last few weeks prior to issuing the 
action letter, after he had reviewed all of the documentation associated 
with the application. 

The Acting Director of ODER told us that the rationale for his decision was 
not fully developed until a few days before the action letter was Issued on 
May 6, 2004. According to internal FDA e-mails we reviewed, the Acting 
Director of ODER contacted the Director of the Office of Pediatric 
Therapeutics on May 2, 2004, requesting assistance on language regarding 
cognitive development during early adolescence to support his decision. 
According to these e-mails, the Director of the Office of Pediatric 
Therapeutics responded that she would consult with another official with 
a background in developmental pediatrics and would follow up with 
“behavioral science information as to why one cannot extrapolate decision 
making on safety issues” from older to younger adolescents. 


The Acting Director’s Rationale The rationale for the Acting Director of CDER’s decision was novel and 
for the Not-Approvable did not follow FDA’s traditional practices. The Acting Director was 

Decision Was Novel and Varied concerned about the potential impact that the OTC marketing of Plan B 
from FDA’s Traditional would have on the propensity for younger adolescents to engage in unsafe 

Practices sexual behaviors because of their lack of cognitive maturity. The Acting 

Director further concluded that because these differences in cognitive 
development made it inappropriate to extrapolate data from older to 
younger adolescents in case, there was insufficient data on the use of 
Plan B among younger adolescents. FDA review officials disagreed with 
the Acting Director’s rationale and noted that the agency had not 
considered behavioral implications resulting from differences in cognitive 
development in prior OTC switch decisions. 
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The Acting Director's Rationale Was B^ed on His Concerns about 
Risk-Taking tn Younger Adolescents 

The Acting Director of ODER told us he si^ed the not-approvable letter 
because of his concerns about the lack of cognitive development and the 
potential for risky behaviors among younger adolescents resulting from 
increased access to Plan B. For example, he noted increased access to 
Plan B could potentially result in an increase in unsafe sexual activity, 
particularly among younger adolescents — an age group, he noted, that has 
a tendency to engage in risky behaviors because of their level of cognitive 
development. This change in behavior could be repr^ented by changes in 
measurable indicators, such as a decrease in condom use or an increase in 
the transmission of sexually transmitted diseases (STD).*^ 

In his memorandum on his review of the Plan B OTC switch application, 
the Acting Director of ODER also stated that because younger adolescents’ 
cognitive maturity related to controlling impulsive behavior is less 
developed than older adolescents’, he did not consider it appropriate to 
extrapolate data from older to younger adolescents in this case. (See app. 
IV for a copy of the Acting Director of CDER’s memorandum.) He 
specUBcally noted the following: 

“In making decisions about pediatric use, it is often possible to extrapolate data firom one 
age group to another, based on knowledge of the similarity of the condition. However, in 
this case, adolescence is known to be a time of rapid and profound physical and emotional 

change Because of these large developmental differences, I believe that it is very 

difficult to extrapolate data on behavior from older ages to younger ages. I am 
uncomfortable with our current level of knowledge about the potentli^ differentiid impact 
of OTC availability of Ran B on these age subsets.” 

Some other officials we spoke with supported the Acting Director’s 
concerns about extrapolating data from older to younger adolescents. For 
example, the Director of the Office of Pediatric Ther^eutics told us Mid 


'''For the actual use study for the Plan B OTC switch application, an additional observation 
was included along with the two study objectives. This observation involved collecting and 
comparing data ffom study participants on the use of emergency and regular 
contraception, such as a change in condom use. These data were collected at the time 
participuUs eiuoUed in the study and compared to data collected during a follow-up, 4 
weeks later. However, although these data were considered relevant to the ^plication by 
the sponsor and FDA officials, the sponsor noted that the actual use study was not 
primarily designed for assessing the potential risk behaviors of potential i^rs of Plan B in 
an OTC setting. 
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noted in e-xnalls to the Acting Director of ODER, which we reviewed, that 
the difference in cognitive development and maturity between older and 
younger adolescents and the potential impact this would have on 
behaviors warranted a separate analysis of this latter age group. In 
addition, one the members of the joint advisoiy committee we spoke 
with said he was also concerned about extrapolating data from older to 
younger age groups because he perceived weaknesses in the actiial use 
and label comprehension studies submitted by the sponsor.^ 

Because of these concerns, the Acting Director concluded that the Plan B 
OTC switch s^plication needed more data ^ecific to younger adolescents. 
In the not-^provable letter, the Acting Director stated there were too few 
younger adolescents in the sponsor’s actual use study to support the Plan 
B OTC switch ^plication. Specifically, he highii^ted that only 29 of 685 
participants in the study were 14 years to 16 years of age and none were 
under 14 yeais of ^e. Although he acknowledged concerns about the 
difficulty of including younger adolescents in actual use studies, he told us 
that it was not impossible to enroll younger adolescents in studies, noting 
that studies for other products have been conducted involving younger 
participants, including those as young as infants. Some of the Acting 
Director’s concerns regarding the low number of younger adolescents 
were also raised by other review staff and members of the joint advisory 
committee. For example, one FDA reviewer who recommended an 
approvable action on the Plan B OTC switch ^plication noted that despite 
a reanalysis of the actual use study data of subjects aged 14 years to 1 7 
years, the sample ^ze was too small and “significantly lmut[edl 
assessment of potential risky/unsafe sexual behavior associated with OTC 
accessibility of Plmi B.” 

Although review staff within the Offices of Drug Evaluation III and V 
presented him with additional data on sexual behaviors of younger 
adolescents in association with increased access to ECPs, the Acting 
Director of CDER determined that these data were not adequate to 
support the approval of Plan B for OTC use. He provided his reasoning in 


^‘'This conunittee member told us he was specifically concerned that the actual i^e study 
was largely conducted in family planning climes, saying this could bias the results of the 
study by potentially introducing study participants to health care professionals who could 
educate them on the use of ECPs. For the label comprehension study, he was concerned 
about the poor results among lower-educated participants. This committee member told us 
th^ literacy and age were a concern because younger age groups are by definition 
coraidered among the lower educated. 
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his memorandum, stating that these studies were either “not conducted in 
the general population or they provide[d] product education assistance 
beyond what adolescents would receive in an OTC situation, where no 
contact with a health care professional is expected.” 

The Acting Director of CDER’s rationale vmied from FDA’s traditional 
practices by considering the potential implications OTC access of Plan B 
would have on the sexual behavior of younger adolescents based on their 
lack of cognitive maturity and by not accepting the validity of 
extrapolating data from older to younger adolescents. Although he 
acknowledged to us that considering adolescents’ cognitive development 
as a rationale for a not-approvable decision was unprecedented, the Acting 
Director also told us that FDA had recently increased its focus on pediatric 
issues. He noted that pediatric issues were currently being reused in 
prescription drug reviews and believed the same should occur in OTC drug 
reviews. 

FDA Review Officials Disagreed with the Acting Director’s 
Rationale for the Not>Approvable Decision 

FDA review staff, the Directors of the Offices of Drug Evaluation III and V, 
and the Director of the Office of New Drugs disagreed with the Acting 
Director of CDER’s rationale for not ^proving the Plan B OTC switch 
application. FDA review officials, including those from the Office of New 
Drugs, noted that traditionally FDA has not considered whether younger 
adolescents would use an OTC product differently than older adolescents, 
and the Director of the Office of New Drugs told us that it was “atypical" 
to raise the question of maturity during a drug review. These officials also 
noted that FDA does not attempt to determine how a patient arrived at the 
need for a drug. Raffier, drug evaluations usually begin with the need for a 
potential treatment already existing. 

Review staff we spoke with acknowledged that certain behavioral 
concerns and unintended consequences are examined for an OTC switch 
application, such as whether making a drug OTC would delay a person 
from seeking medical treatment or if the drug would potentially be abused 
if it were more readily available. They told us that these issues are usually 
examined during a benefit-risk review, which is an analysis of potential 
medical outcomes. Review staff told us they examined benefit-risk issues 
for Plan B, and they concluded that concerns regarding the potential for 
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unsafe sexual behaviors among adolescents could not be supported. In 
addition, the review of the label comprehension study from the Office of 
Drug Safety noted that potential users of the product would be able to 
appropriately use it if the sponsor made its suggested changes to the 
proposed labeling." Also, at the public meeting, members of the Joint 
advisory committee voted 27 to 1 that the actual use study demonstrated 
that consumers could properly use Plan B as recommended by the label. 
Tbe members of the joint advisory committee also voted 28 to 0 that the 
literature review of Plan B included in the actual use study did not show 
that Plan B would be used as a regular form of contraception. 

Furthermore, the review of the application from the Office of Drug 
Evaluation III, which included the benefit-risk assessment for Plan B, 
noted that having Plan B in an OTC setting would “pose little risk” to the 
potential user and that the risk of an adverae pregnancy outcome, such as 
lower birth weight babies and premature dehvery, is much higher among 
younger adolescents. The review concluded that OTC access to Plan B in 
helping younger adolescents avoid unintended pregnancies would be “of 
particular value given the greater risk of an adverse pregnancy outcome in 
this high risk group.” This review also noted that even for a large dose of 
the hormone used in Plan B, the “mai^ of safety appear[ed] to be high.” 

In an attempt to furdter address the Commissioner’s and Acting Director’s 
concerns about the potential for increased risky behavior by younger 
adolescents resulting from increased access to Plan B, review staff 
requested additional data from the sponsor and reviewed ongoing studies 
examining these concerns. FDA’s reviewers concluded that increased 
access to ECPs did not result in (I) inappropriate use by adolescents as a 
substitute form of contraception, (2) an increase in the number of sexual 
partners or the firequency of unprotected intercourse, or (3) an increase in 
the frequency of STDs. 


“Only one of the review staff for the Plan B OTC switch application raised concerns 
regarding behaviors of youn^r adolescents. Reconunending an approvable decision, he 
concluded in his written review of the application that (1) the actual use study had 
inst^cient data on whether OTC accessibility of Plan B might be a^ociated vsith risky (or 
unsafe) sexual behaviors over the long term, particularly among adolescents; (2) the 
behavioral literature did not provide strong evidence to addre^ the inadequacies in the 
actual use study in assessing risky sexual behaviors in the target OTC populations; and (3) 
some behavior^ stutUes in the Uterature suggested that providing EC{% in advance could 
encourage unsafe sexuiU behaviors in the study populations. 

"The changes proposed by the Office of Drug Safety were included as attachments to the 
office’s review erf the label comprehension study. 
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To reach these conclusions, review staff examined the five studies that 
provided supplies of ECI^ in advance to study participants to assess the 
behavioral impact of OTC access. In one study, which included 2,090 
women aged 15 years to 24 years, there was a decrease in unprotected sex 
among all ^e groups and no increase in the incidence of STDs compared 
to the baseline. Another study of 160 adolescent mothers included 
participants aged 14 years to 20 years. Although there were limited data 
available, this study concluded that there was no increase in unprotected 
intercourse and no decrease in condom use among participants. A third 
study of adolescent women, aged 15 years to 20 years, showed similar 
results, with no increase in unprotected intercourse or STDs and no 
decrease in condom use. 

FDA officials, including those from the Office of New Dru^, also 
disagreed with the Acting Director’s determination that extrapolating data 
from older populmions to younger adolescents was m^propriate. In their 
reviews, officials noted ffiat data they reviewed showed that younger 
adolescents had outcomes similar to those of older populations. For 
example, die actual use study found that 82 percent of participants 16 
years of age or under correctly took the second dose 12 hours later, 
compared to 78 percent of those 17 years and older “ Also, review staff 
said that overall the number of participants who were younger adolescents 
was adequate to draw conclusions about potential use among the 
adolescent population. Review staff told us they encouraged the sponsor 
to not limit enrollment or exclude adolescents from die actual use study 
and felt the study included a representative population of women that 
would potentially use Plan B. Some of the members of the joint advisory 
committee we ^oke with also said they considered the number of 
younger adolescents in the actual use study as adequate. 

In addition, the Director of the Office of New Drugs told us that the agency 
has not requested age-specific data often and that FDA often extrapolates 
findings, including findings on behaviors, from adults to adolescents. He 
added that given the agency’s traditional processes and the data provided 


“Although there were 29 younger adolescents aged 16 years or under enroUed in the actual 
use study, tMiiy 22 used the product and provided foUow-up for this specific qiKstioa 
Of the 22 study participants who used the product and provided follow-up data, 18 reported 
that they correctly took the second dose 12 hours after the first The total number of study 
participants aged 17 years or older who also used the product and provided follow-up data 
was 46. Of these 46 study participants, 36 reported that they correctly took the second dose 
12 hours after the first 
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in the Plan B OTC switch application, there was no reason to consider the 
extrapolations done in ttie staffs reviews as inappropriate. 

Based on the reviews conducted by review staff and on the 
recommendations of the joint advisory committee, the Director of the 
Office of New Drugs concluded the following in his memorandum of his 
review of the Plan B OTC switch application, issued April 22, 2004 (a copy 
of this memorandum can be found in ^p. V): 

“In my opinion, these studies provide adequate evidence that women of childbearing 
potential can use Plan B safely, effectively, and appropriately for emergency contraception 
in the non-prescription setting. The data submitted by the sponsor in support of non- 
prescription use of Plsui B are fully consistent with the Agency's usual standards for 
meeting the criteria for determining that a product is appropriate for such tae. . . . Such a 
conclusion is consistent widi how the Agency has made determinations for other OTC 
products, including other fonns of contraception available without a prescription. Further, 

I believe that greater access to this drug will have a signiflcmt positive impact on the 
public health by reducing the number of unplanned pregnancies and the number of 
abortions." 

In his memorandum, the Director of the Office of New Drugs also noted 
that FDA has a “long history" of extrapolating finding from older 
populations to younger adolescents. He wrote that this type of 
extr^olation from older populations to younger adolescents had been 
done in clinical trials for both prescription and OTC drug approvals and 
that this practice was incorporated into the Pediatric Research Equity Act 
(PREA)— the law authorizing FDA to require pediatric studies in certain 
defined circumstances.^* According to PREIA, if the disease and the effects 
of the dn^ are “sufficiently similar” between adult and pediatric 
populations, it can be concluded that the effectiveness can be extrapolated 
from “adequate and well-controlled studies in adults" usually in 
conjunction with siqiplemental studies in pediatric populations. In 
addition, PREA provide that studies may not be necessary for all 
pediatric age groups, if data from one age group can be extrapolated to 
another. 

Members of the Joint advisory committee expressed similar conclusions to 
those of FDA review officials earlier at the public meeting in December 
2003, During the public meeting, committee members voted 27 to 1 that 


'*See 21 U.S.C. § 355c(a)(2XB). 
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the actual use study data were generalizable to the overall population of 
OTC users, including adolescents. 


Plan B Decision Was 
Not TVpical of Other 
Proposed 

Prescription-to-OTC 
Switch Decisions 


The decision to not approve the Plan B OTC switch application was not 
typical of the other 67 proposed prescription-to-CyrC switch decisions 
made from 1994 throu^ 2004. The decision of the Plan B application 
stsmds out from these other OTC switch applications for two reasons: it 
was the only decision that was not approved after the members of the joint 
advisory committee voted to recommend approval of the application, and 
the action letter was «gned by the Acting Director of CDER instead of the 
directors of the offices where the application was reviewed. 


Plan B Was the Only 
Prescription-to-OTC 
Switch Decision from 1994 
through 2004 That Was Not 
Approved after the Joint 
Advisory Committee Voted 
to Recommend Approval 
of the Application 


From 1994 through 2004, Plan B was the only prescription-to-OTC switch 
decision that was not approved after the Joint ^ivisory committee voted to 
recommend approval of the application. FDA advisory committees 
considered 23 OTC switch applications during this period; the Plan B OTC 
switch application was the orUy 1 of those 23 that was not approved aft;er 
the joint advisory committee voted to recommend approval of the 
application. In addition, there has been only 1 other decisicm for an OTC 
switch application that did not follow the recommendations of the joint 
advisory ccwnmittee. This other OTC switch application, for the drug 
Aleve, was approved for OTC status by FDA in 1994, although the joint 
advisory committee opposed the switch. The NDAC met jointly with the 
Arthritis Drugs Advisory Committee to discuss the OTC switch application 
for Aleve in June 1993 and recommended that the ^plication not be 
approved. Following this meeting, the sponsor made changes to address 
the joint advisory committee’s concerns, and as a result of these changes, 
FDA decided to approve the application.* 


“Reasons that the joint advisory committee gave for the recommendation against the OTC 
switch included that the dose was too high, the labeling for people over 65 years of was 
incorrect, and no additional labeling was included for children regarding the side effect of 
photosensitivfty. 
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Plan B Was the Only 
Prescription-to-OTC 
Switch Decision from 1994 
through 2004 in Which the 
Action Letter Was Signed 
by the Director of ODER 


From 1994 through 2004, 94 action letters were issued during the review 
processes for the ^ prescr^tion-to-OTC switch applications, and only 1 
action letter— the not-approvable letter for Plan B — was signed by the 
Director, in this case the Acting Director, of CDER. Given that Pl^ B was 
a firsbin-a-dass drug, the Directors of the Offices of Drug Evaluation III 
and V would normally jointly sign the action letter. The Plan B application 
was 1 of 68 proposed OTC switch ^plications decided by FDA from 1994 
through 2004, and 14 of those 68 applications, including the Plan B 
application, were issued not-approvable letters. Eight of those 14 
applications were eventually approved. Plan B was the only contraceptive 
or emergency contraceptive proposed for an OTC switch during this 
period. Thirty-eight OTC switch applications, including Plan B, were for 
the same dose, population, and indication, and all but 3 applications were 
eventually approved. 


There Are No Age- 
Related Restrictions 
for Safety Reasons for 
Any FDA-Approved 
Contraceptives 


According to the Deputy Director of the Office of New Drugs, there are no 
^e-related marketing restrictions for any FDA-approved contraceptives, 
and FDA has not required any pediatric studies. Condoms and spermicides 
are available to anyone OTC, while intrauterine devices; di^hragms; 
cervical ciq)s: and honnonal methods of contraception, including ECPs, 
are available to anyone with a prescription. For hormonal contraceptives, 
FDA has assumed that suppression of ovulation is the same in all 
postmenarcheal females, regardless of age. The Deputy Director of the 
Office of New Drugs told us that all birth control pills, including ECPs, 
contain the following cla^ labeling: “Safety and effectiveness of (trade 
namej have been established in women of reproductive age. Safety and 
efficacy are e3q)ected to be the same for postpubertal adolescents under 
the age of 16 and for users 16 years and older. Use of this product before 
meim^che is not indicated.” 


FDA officials from the Office of New Drugs explained that for an OTC 
switch, the safety and effectiveness issues have already been addressed 
during the initial a^rproval process for the drug to become a prescription 
drug. For an OTC switch application, the review process is prira^Tly 
focused on whether the drug meets the OTC switch criteria, ^ecific^y 
whether it is safe and effective for use in self-medicating.®* 


®‘ln its technical comments on Ae draft of this report, FDA said thtrt it also considers age m 
the labeling of OTC drug products. For example, FDA stated that there are many OTC 
drugs that have labels wth dosing instructions based on age. 
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There were no safety issues that would require age-related restrictions that 
were identified with the ori^nal NDA for prescription Plan B. FDA 
jqjproved this application upon determining that Plan B met the statutory 
standards of safety and effectiveness, manufacturing and confi-ols, and 
labeling. The original NDA for Plan B for use as an emergency 
contraceptive contained an extensive safety database that included 
controlled trials and literature on over 15,000 women.® The label for 
prescription Plan B mak^ no age distinctions about the pharmacological 
proce«ies of the drug, and prescription Plan B is avaUabie to anyone with 
a prescription. 


Agency Comments reviewed a draft of this report and provided comments, which are 

® ^ , reprinted in appendix VI. FDA also provided technical comments, which 

mud Our Ev3lU3,tlOn we incorporated as appropriate. 

In its comments, FDA disagreed with our finding that three aspects of its 
decision process for the May 2004, Plan B OTC switch ^plication were 
unusual. First, FDA said that the involvement of high-level management in 
the Plan B decision was not as unusual as the draft report foimd. FDA 
commented that the Director of ODER is ultimately re^onsible for ail 
decisions made within ODER, and that the Director of CDER is regularly 
involved in regulatory decisions that are not routine, including those that 
involve controversial issues. FDA also commented that the Director of 
CDER typically discusses high-profile and controversial regulatory 
decisions with officials within the Office of the Commissioner. 

While we agree with FDA that the Director of CDER and other high-level 
officials generally are more likely to become directly involved in high- 
profile regulatory decisions and noted that in the draft of the report, we 
found that this level of involvement is unusual for OTC switch 
applications. The other examples of high-level management involvement 
given to us by FDA officios during the course of our work involved 
decisions about the marketing of prescription drugs. Also, it was unusual 
for the Acting Director of CDER to inform FDA’s review staff that it had 
been determined that the Plan B decision would be made by high-level 
management The Acting Director did so on January 15, 2004, before the 
review staff had completed their reviews of the application. 


®The database included trials conducted in the United States and other countries. Women 
in the study were above the age of consent for their own countries. 
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Second, FDA took issue wiUh what it characterized as the tone of our 
discussion about when the decision was made to deny the Plan B CXTC 
switch application. FDA commented that discussions about alternative 
regulatory actions ordinar% occur in die course of decision making within 
ODER and that it is inaccurate to conclude that a decision to deny the 
application was made several months before the not-approv^le letter was 
issued. However, the draft report did not assert that a decision was 
^tualiy made several months before the letter was issued. Rather, it 
accurately n(rf«d that FDA officials gave us conflicting accounts of when 
the not-approvable decision was made. The Director and Deputy Director 
of the Office of New Drugs and other officials told us that they were 
informed during December 2003 and January 2004 that the application 
would not be ^proved. The Acting Director of ODER denied this, and we 
reported that his rationale for the not-approvable decision was not fully 
developed until eariy May 2004. 

Third, FDA dls^eed witli our finding that the Acting Director’s rationale 
for denying the ^plication was novel and did not follow FDA’s traditional 
practices. FDA commented that tiie Acting Director’s focus on the 
potential implications to the sexual behavior of adolescent women of 
approving the Plan B OTC switch application was appropriate and 
consistent with FDA’s treatment of other OTC switch applications. 

In response to this comment, we have revised the report to more clearly 
describe the reasons for our finding. We found that the Acting Director’s 
rationale was novel because it explicitly considered the differing levels of 
cogniti^ maturity of adolescents of different ag^, and that because of the 
Acting Director’s views about these cognitive maturity differences, he 
concluded that it was inappropriate to extrapolate data related to risky 
sexual behavior from older to younger adolescents. In his May 6, 2004, 
memorandum, the Acting Director stated that “Because of these laige 
developmental differences, I believe that it is very difficult to extrapolate 
data on behavior from older to younger ages." Tlie Acting Director 
acknowledged that considering adolescents’ cognitive development as a 
rationale for a not-approvable decision was imprecedented for an OTC 
switch applicatioa In addition, other FDA officials told us that the agency 
had not previously considered whether younger adolescents would use a 
product differently than older adolescents. For example, the Director of 
the Office of New Drugs told us that it was “atypical” to raise the question 
of maturity during a drug review and that FDA has traditionally 
extrapolated findings from older to younger adolescents. Furthermore, In 
his April 22, 2004, memorandum, the Director of the Office of New Dru^ 
said ffiat "the ^ency has a long history of extrapolating findings from 
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clinical trials in older patients to adolescents in both prescription and non- 
prescription approvals.” 

In addition, FDA disagreed with our statement in the draft report that the 
Directors of the Offices of Drug Evaluation III and V and the Director of 
the Office of New Drugs refiised to sign the not-approvable letter. We used 
the term “refused” in the draft report because, in our interviews with them, 
all three of the directors told us that they did not agree with the not- 
approvable decision and did not sign the action letter, and one of the 
directors told us that she had been given an opportunity to sign the letter 
and refused to do so. However, in its comments, FDA said that the 
directors were not asked to sign the action letter because it was known 
that they disagreed with the Acting Director’s decision. We have revised 
the report to reflect this. 

In its technical comments, FDA asked us to emphasize that safety 
concerns regarding OTC use of drug would not be raised for prescription 
products because of the involvement of health practitioners. The draft 
report noted that prescription drugs are drugs that are safe for use only 
under supervision of a health care practitioner and that appiwed 
prescription dru^ thsd no longer require such supervision may be 
marketed OTC. 


We are sending copies of this report to the Acting Commissioner of the 
Food and Drug Administration and other interested parties. We will also 
provide copies to others upon request In addition, the report wifl be 
available at no charge on GAO’s Web site at http://www.gao.gov. 

If you or your staffs have any questions about this report, please contact 
me at (202) 612-71 19 or crossem@gao.gov. Contact points for our Offices 
of Congressional Relations and Public Affairs may be found on the last 
page of this report. GAO staff who made major contributions to this report 
are listed in appendix VO. 

Marcia Crosse 
Director, Health Care 
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Appendix I: Scope and Methodology 


To examine how the decision was made to not approve the switch of Plan 
B from prescription to over-the-counter (OTC), we reviewed documents, 
such as the Plan B OTC switch action p^kage related to the May 6, 2004, 
decision from the Food and Drug Adirdnistration (FDA). We examined 
documente produced by FDA, including official meeting minutes and the 
reviews of the Plan B OTC switch application from the Offices of Drug 
Evaluation III and V and the Office of New Drugs, related to the review of 
the Plan B OTC switch application. FDA officials told us that 
documentation was not available concerning some communications within 
FDA It was not possible to determine whether such communications may 
have concerned the Plan B OTC switch application. However, we acquired 
sufficient information from other FDA documents and our interviews with 
FDA officials to fuUy address our objectives. 

We interviewed FDA officials involved in the Han B OTC switch 
application review, including officials from the Office of Drug E^valuation 
lU, Office of Drug EvaiusUion V, Office of New Drugs, and Office of Drug 
Safety. We also interviewed the Acting Director of the Center for Drug 
Evaluation juid Research (CDER), the Acting Deputy Conuni^ioner for 
Operations, and the Director of the Office of Women’s Health. We 
interviewed members of FDA’s advisory committees that met jointly to 
discuss the Plan B OTC switch application — the Nonprescription Drugs 
Advisory Committee (NDAC) and the Advisory Committee for 
Reproductive Health Drugs (ACRHD) — and reviewed the transcripts of the 
meeting. In addition, we interviewed officials from Barr Pharmaceuticals, 
Inc., the company currently sponsoring the Plan B application for the 
prescription-to<)TC switch, and Women’s Capital Corporation (WCC), the 
original sponsor of the Plan B OTC switch application. 

To examine how the Plan B decision compares to the decisions for other 
proposed prescription-to-OTC switches made from 1994 through 2004, we 
examined the recommendations of the joint advisory committee and if 
they were followed for Plan B and the proposed OTC switch drugs tiiat 
were decided from 1994 through 2004. We reviewed action letters and 
interviewed FDA officials and review staff as well as other outside experts 
involved with the Plan B OTC switch application. We also interviewed 
officials from the Consumer Healthcare Products Association (the 
association representing OTC drug manufacturers) about the prescription- 
to-OTC switch process. 

To determine if there were age-related marketing restrictions for 
prescription Plan B and other prescription and OTC contraceptives, we 
reviewed FDA documents and interviewed FDA officials and review staff 
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Appendix 1: Scope and Methodoio^ 


regarding safety concerns for prescription Plan B and the safety concerns 
for other prescription and OTC contraceptives. We also interviewed 
representatives from the American College of Obstetricians and 
Gynecologists, the American Academy of Pediatrics, Concerned Women 
for America, and the Planned Parenthood Federation of America, Inc., 
regarding safety concerns for Plan B and other contraceptives. 

When the source of evidence we dted is from an interview, we identified 
the respondent’s title and FDA office. Whenever possible, we reviewed 
documents to verify testimonial evidence from FDA officials. When this 
was not possible, we attempted to corroborate testimonial evidence by 
interviewing multiple people about the information we obtained. In 
situations where there was no concurrence among the interviewees, we 
presented all the inform^on provided. 

Minutes of the internal FDA meetings discussed in this report were written 
either by a staff member within the Office of Drug Evaluation III or by the 
Executive Secretariat within the Office of the Commissioner. For meeting 
minutes written by the office staff member, attendees either reviewed or 
concurred with the minutes and documented this by including their names 
at the end of the minutes. For summaries written by the Executive 
Secretariat, there was no documentation of a review or of concurrence by 
attendees included with these summaries. FDA officials told us that 
summaries from meetings within the Office of the Commissioner were not 
reviewed or concurred with by attendees. 

To verify data we received from FDA regarding proposed prescription-to- 
OTC switch decisions made from 1994 through 2004 and the outcomes of 
advisory committee meetings for these drugs, we compared FDA’s data 
with prescription-to-OTC switch data obtained from the Consumer 
Healthcare Products A^ciation on OTC drug switches. 

Our work examined only events and communications within FDA and 
between FDA and the Plan B sponsors; we did not consider any 
communications that may have occurred between FDA officials mid other 
executive agencies. Our work examined only FDA’s actions prior to the 
May 6, 2004, not-approvable letter, and we did not examine any aspects of 
FDA’s subsequent deliberations about Plan B. We conducted our work 
from September 2004 through November 2005 in accordance with 
generally accepted government auditing standards. 
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Appendix II: Not-Approvable Letter for the 
Presciiption-to-OTC Switch Application of 
Plan B, May 6, 2004 


OCPARTMeMTOF HUALTH ft HUMAN SERVICES PybKc Senlcs 

Food iRd OfU3 Adntinistratton 
Roekvi».MD 2t»S? 


NDA2I-«4S/S4)li 


Barr Hcscarcb, Ibc. 

Attention: Joseph A. Canedo. M.Sc., Pfa.D. 

Senior Director, Regulatory Affairs 
OtK Bala Plaz^ Suite 324 
BalaCynwyiPA 19004-1401 

Dear Dr. Carrado: 

Please refer to yoitfsu|^>leiDenta] new drug application dated April 16. 2003, received April 22, 
2003, submitted under sectbo 50S(b) of the Federal Food. Drug, and CHmiNic Act fiK^ Plan DS 
(0.7Smg levratargesird) tablets. 

We ackaowlet^ receipt of your submiasioos dated July 25 (3) and 31. August 8 (2), 

Septente 4, S, 9. aad IS, October 6, iO, iS(2X 17, 21,24, 29, 30 and 31, December 3 and 9, 

2003; and January 9 and 30, Febtuuy 6, 10. 13.20aiid24. and March 11 and 26,2004. 

This sui^lcmcntal new drag application presses nonprescriptioa (over-the-counter (OTC)) 
availability of Plan B (0.75mg levonorgestre!) tableu for emergency coomcepiion to reduce the 
ehaoce of pregoucy aftre unprotected sex (if a contraceptive ^iled or if birth control was not 
used). 

We have c«n^eted our review of Das sun>lemBal and. for the reasons described below, find 
that the stgiplcmeoul applicetira » not approvabic at this tine under section SOS(d) of die Act 
aitd2!CFK3l4.}2S(b). 

You propose OTC status for Plao B for both adults and children based primarily on an actual 
use study in 58S subjects. Only 29 oftbe 585 eifojecn enrolled in the study were 14-16 years 
ofSige, and nooewasisKier l4ymsofage 

In a December 16, 2003 Joint loeetiog, the Nooprescriptk>Dl>ugs Advisoiy ConuniNee and 
the Reproductive Healdi Drugs Advisory Conanitlee considered your ^u’oposal to switch Plan 
B to Dooprescription aatus. Although tte Joiol Cominittse rccommoided that your proposal to 
switch Plan B be approved, some lacoibers of the Joint Committee, inchidiiig tte Oiair, raised 
questioua concerning whether the actual use data were generalizable to the overall pr^ulaiirm 
of nooiRescr^on users, chfoBy because of inadequate saiEpiiiig of younger age groiq>s. 

Based on a review of the d^ we have concluded that you have not provided adequate data 
to suf^ort a coacloston lhai Plan B can be used safely by young adolescent women for 
emeigency contracqxtoo without the profossional supervisnn of a (Hactitioner licensed by 
law to arfaninistcT Ibc drug. In your March i 1, 2004, amendment, you prop(»ed to change 
the indicattot) to allow formarirctisgofPian B as a prescription-only product Rh- woi^o 
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Ai^ndix IL Not-A^rovaUe letter for the 
^escriptiothto-OTC Switch Application of 
Plan B» May 6, 2004 


NDA2t'04S^n 
Page 2 

uBder l^yemofageatulaBooprescnptioii product for women 16 years and older. This 
preluniiury prqiosal did not include draft product iabdbg n> demonstrate how you 
prt^c to coa^ty wilb both the prescription aod sonprescri^ion labeling requirements in 
a single packaging configuration. Because of the preliimnaiy and incomplete nature of the 
proposal, wc did not conduct a complete review of this amendment durutg this review 
cycle. 

Before this application can be approved, you would have to provide data demoostmtiag 
diat Plan B can be used mfiely by women under 16 years of age without the professional 
supervision of a practitioner licensed by taw to administer the drug. Alternatively, you 
coidd supply additimtal information in support of the revised indicatioii to allow for 
maiketii^ c^Plan B as a presmptioD-only product for women under the age of 16 years 
and a oonprescription product for women 16 years and older, including dnft product 
labeling If you take the latter approach, your response to foia letter would have to iaclude 
details ofhowyou propose to inqtlmeot simultaneous presciiptiou and aoQpr»cri;Hi<m 
marketmg of Plan B for women of different ages in a siugie paefcagmg configuration while 
coenpiyiag with all relevant statutory and regulatory requirements for labeling and 
marketing of this prothict We will have fo assure ourselves that your ptx^sed approach is 
conststsnl whhouf statutory authority. If you pursue (he atleroadve approach, we also 
would request details of your proposed program to educate consumers, |diannacists, and 
{^ysiciaos about tbe dual maricetiog of Plan B as both a presertption and nonprescription 
product, as well as your proposed program to monitor impletacotation of this novel 
approach. 

WideavailabiKtyofsafeandeffoctivecoDtraceplivesisiinportantEopublicbealth. We 
look forward to continuing to work with you if you decide to pursue either of these t^iooi 

When you re^wnd to tbe above dcficiotcies. incliste a safety update as described at 

31 CFR 3 t4.^d)($KviKb)- Tlie safoty update should include dau from ah noa-clioical and clintcal 

studies of foe drug under emssidmtion regardless of indicatiorv dosage form, or doK level. 

1. OescribeiadetailaoysigBifkaAtclumgeswrmdmgsinlbesafotyprDfile. 

2 . WhenasseinUtagfocsectk)nsdescribmgduconti[Biaiioasfo)etoadverscevents.seriotuadverse 
events, and coounon adverse events, incorporate new safety data as follows 

• Present new safoty dsa fiom the studies for the proposed indicatiofi using the same fonnatas 
tbe original NDA stfomissioa 

• Present tabtdatioiB of tbe new safety data combined with tbe original NDA data. 

• inckide ufoles Aat compare frequencies of adverse events in the ori^nal NDA with the 
iclabulatod ficquenctes describe is the bullet above. 

• For iafocattons other dian foe proposed indicatioa, provide separate labin for the frequencies 
ofadverK events oocurring in clinical trials. 

3. Present a rctdnilation of the reasons for premature study discontinuation by incoipmating the drop- 
outs ftom tbe newly comideted studies. Describe any new trends or patterns identified. 
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Appendix II: Not-A^rov^ie Letter for the 
Preacription-to-OTC Switeh Application of 
Plan B, May 6, 2004 


NDA2I-04S/S<0n 
Page 3 

4. Provide case report forms aad narrative suRunsries for each patient who died during a clinical 
Sody ct who did not complete a study because of an adverse evem. In addition, provide narrative 
summaries for soious advene events. 

5. Describe any infonnation dtst suggests a substantial ^nge in the incittence of common, but less 
serious, adverse events between i)k new daa and the original NDA data. 

6. ProvkkasummaiyofworidwideexperienccoRthesa&tyofdiisdrug. Include an updated 
estimate of use for drug marketed in other courUries. 

7. Provide EngK^ translations of current approved foiei^ labeling not {ueviousiy nibmitted. 

Whbin 10 days after the date of tius letter, yon are required to anead the supjdemcntat application, 
notify us of yom-inlaBi to file an amendment, or follow cneirf your otbsqptkmsimdef 21 CFR 
314.1^ Ifyoudonot follow one of these options, we will coaskkayourlackof response a request to 
withdraw tlieaf^licalioft under 21 CFR314.6S. Any amendment riwuld respond to rdl die detlcieiicics 
listed. We will not process a poniai reply as a major amendment nor will the review clock be 
reactivteed until aQ defkieoctes have bran addressed. 

Under 21 CFR 3 S 4. 102(d). you may request an rnfcxmal meeting or tele^one conference widt the 
Divtsioas of Ovcr*lhe>Counter Dregs and Reproductive and Uiologic Drug Products to discuss wbst 
steps need to be taken before the ^iicatjon may be a^roved. 

This product may be ccnsidcrcd to be mistsanded under the Federal Food, Drug, and Cosmetic Act if 
it is marketed with this change before approval of tius $u|^!«ncMal ai^lication. 

I f you have any questions, call the Regulatory Project Manager at (301) 827-4260. 

Sincerely, 

{See appeiuhclefec/innlc.tijirHirw'epdge} 


Steven Gs!sob.M.D.,MJ».H. 

Acting Director 

Cemer Rh- Drug Evaluation and Research 
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Appendix II: Not-^provabie Letter for the 
Prescription-to-OTC Switch Application of 
FlanB, May 6, 2004 


This is a rsprsssrrtation of an aiactronic record tttat wm signed eleetronfcBlIy and 
this page Is tbs mwitfestation of the elecbronlo signature. 


ys/ 


Steven Galsan 
3/6y04 04tS6:02 VH 
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Appendix III: Timeline of Major Plan B 
Events Related to the Initial OTC Switch 
Application 


Date Event 

February 25, 1997 A notice in the Federal Register that the FDA Commissioner had concluded that certain 

combined oral contraceptives are sate and effective for use as emergency contraception and 
requested submis^on of a new drug plication (NDA) for this use. 

July 28, 1 999 FDA apfMOved Plan B as a prescripteon form of emergency contraception. 

February 14, 2001 A citizens’ petition for direct over-lhe^ounter (OTC) access to Plan B was filed, requesting that 

FDA grant Plan B OTC status. 

April 1 8, 2002 FDA review staff witttin the Office of Drug Evaluation III sent Women's Capital Corporation (WGC) 

a letter, denying its proposal that FDA request that it conduct pediatric studies on the use of 
prescription Plan B as an emergency contraceptive in exchange for extending the drug’s 
mailceting exclusivity for 6 months, as permitted under the Federal Food, Drug, and Cosmetic Act.* 
According to the letter to WCC smd a memorandum by review staff within the Office of Drug 
Evaluation III, the proposed studies would have included a pharmact^inetic study and a safety 
study and would have used Plan B as an emergency contraceptive in subjects as young as 12 
years of age. According to review staff within the Office of Drug Evaluation HI, once a young 
female reached menarche, she was considered an adult for contraceptives and the condition for 
using an emergency contraceptive is not unique to the pediatric population. The letter concluded 
that trials could be conducted in the adult population and then extrapolated to the pediatric 
population. 

May 28, 2002 A Center Director Informational Briefing was held in response to the citizens' petition, filed on 

February 14, 2001. Meeting attendees included the Center for Daig Evaluation and Research 
(CDER) Director and Deputy Director, the Director of Office of New Drugs, and review staff ffom 
the Offices of Drug Evaluation ill and V. 

June 5, 2002 A briefing for the Office of the Commissioner was held to discuss the expected application to 

switch Plan B to OTC. Attendees included the Deputy Commissioner," the agency’s Chief 
Counsel, the foen Director of COER, the Director of the Office of New Drugs, and review staff from 
the Offices of Drug Evaluaticm ill and V. According to the executive summary of foe briefing, 

Issues discussed induded (1) foe politicai sensitivity of the application, (2) consumer 
understanding of foe proposed nonprescription product label, (3) the results of actual use studies 
to adequately address safety Issues, (4) foe review status of the supplemental new drug 
’ application (sNOA) upon submission, ar>d (5) regulatory issues. 

July 10, 2002 The Director of CDER provided the Deputy Commissioner and FDA's Chi^ Counsel with materials 

on the safety of emergency contraception and its mechanism of action, which were requested at 
the June 5, 2002, briefing. 

September 23, 2002 FDA officials within the Office of New Drugs and foe Offices of Drug Evaluation 111 and V and the 

sponsor held a meeting in which FDA provided guidar>ce on the Plan B OTC switch af^iication, 
which was to be submitted. According to meeting minutes, agency officials and the sponsor 
discussed behavioral issues in adolescents and foe possibility of a behind-the^ounter option or a 
possible age restriction.* 

April 1 6, 2003 WGC submitted an sNDA to FDA to allow Plan B to be sold OTC. 

June 9, 2003 FDA review staff from foe Office of Drug Evaluation lit determined that the sNDA was fileabie and 

accepted it for review. FDA set a Prescription Drug User Fee Act (PDUFA) goaf date of February 
22, 2004, to reach a decision on the appHcation.” 
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Appendix III: Timeline of Major Plan B 

Events Related to the Initial OTC Switch 

Application 

Date 

Event 

Au^st 22. 2003 

A teleconference was held between review staff witfiin Offices of Drug Evaluation III and V and the 
^onsor. According to minutes of this tetec(»iference, rewew staff began working vwth the spcmsor 
to prepare for the meeting of the jomt advisory committee in December. Minutes also noted that 

FDA review staff suggested that the sponscM^ plan to address issues of age, literacy, or label 
comprehension regarding tfre administration of Plan B. 

September 1 1 , 2003 

Review vnthin the Office of Drug Evaluation V requested additional informatic»i cm the label 
comprehension study results from WCC. According to the oftidal request, review staff asked fcH* 
infonmatit^ including results for each question asked in the label comprehension study based on 
literacy levels; details on what criteria were used to determine if a communication objective was 
met; and other specific points of clanfication on how responses were scored. 

September 26, 2(M3 

A teleconference was held in wtik^ review staff within the Offices of Drug Ev^uation III and V 
discussed the upcoming December 16, ^)03, public meeting of its two advisory committees with 
WCC. According to teleconference minutes, review staff requested additionaJ information on the 
labels used for the label comprehension and the actual use studies and on the label proposed for 
^rovat in the sNDA. Minutes also noted that WCC informed FDA that on September 23, 2003, a 
majority of its board voted to sell the marketing rights of Plan B to Barr Pharmaceuticals, irw. 

October 2003 

Barr Pharmaceuticals, Inc., was ftnaiizing the purchase of the marketing rights for Plan B from 

WCC and began to ad as the agent fw WCC for Plan B. 

October 9. 2003 

At the request of Barr Pharmaceuticals, Inc., a teleconference was held to discuss tire upcoming 
joint public meetirtg erf FDA’s advisory committees. Meeting participants from FDA included review 
staff within the Offices of Drug Evaluation III and V. According to teleconference minutes, review 
staff asked Barr Pharmaceuticals. Itv:., about possible age restrictions for use of Plan B. Minutes 
also noted that Barr Rrarmaceuticals, Inc., said that it intended to offer its product to women as 
young as 15 years of age. Also, Barr Pharmaceuticals, Inc., agreed to explore and report back to 
FDA on behind-the^ounter marketing and the implementation of age limitations on the sale of 

Plan B. 

November 5, 2003 

A reviewer within the Office of Drug Safety completed her review of the Plan B label 
comprehension study, which was initially submitted to review staff within the Office of Drug 
Evaluation III. According to the offidal memorandum on the review of the label comprehension 
study, the reviewer conduded that making ffie proposed chartges to the Plan 6 label would likely 
result In acceptable levels erf comprehension. Review staff within the Office of Drug Evaluation V 
told GAO they concurred witfi the reviewer's findings. 

December 2, 2003 

A meeting was held between FDA officials within the Office of New Drugs and the Offices of Drug 
Evaluation III and V and the ^nsor. According to meeting minutes, FDA officials informed Barr 
Pharmaceuticals, Inc., that the agency may not be able to present a dear regulatory path for 
alternate OTC distribution mechanisms for Plan B in time for the December 1 6, 2003, public 
meeting. 

December 10, 2003 

A briefing for the Office of the Commissioner was held to discuss the i^jcoming public meeting of 
the Nonpreserqation Drugs Adwsory Committee (NDAC) and Advisory Committee for Reproductive 
Health Drugs (ACRHD). FDA participants included the Commissioner, the Ading Director of 

CDER, the Director and Deputy Director of the Office of New Drugs, and review staff within the 
Office of Drug Safety and the Offices of Drug Evaluation III and V. According to the executive 
summary of the briefing, issues cfiscussed induded the sponsor's marketing and distrteulion plan 
and Ihe effed making Plan 6 available OTC might have on consumers' behavior. 

December 16, 2003 

At a joint meeting of the NDAC and the ACRHD, members voted 23 to 4 to recommend approving 
the swritch of Plan B from prescriptiem to OTC. 
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Appendix 111: 'nmeiine of l^^or Plan B 

Events Belated to the Initial OTC Svritcb 

Application 

Date 

Event 

□member 2003/January 2004 

The Directt^* and the De|xity Director of the Office of New Drugs toid GAO they were told by the 
Acting Deputy Commissioner for Operations' and the Acting Director of CDER that the Plan B 
application could not be approved. These officials said they were tiirfd that this direction came from 
the Office of the Commissioner. The Acting Deputy Commissicmer for Operations and the Acting 
Director of ODER told GAO they did not say this. 

January 15, 2004 

A meeting was held between officials wiffiin the Office of the CDER Director and review staff 
within the Offices of Drug Evaluation 111 artd V about the Office of the Commissioner's position on 
the accept^ility of the Plan B OTC switch application. According to meeting minutes, the Acting 
Director of COER said that a not-approvabie decision was recommended by the Office the 
Commissioner based on foe need for more data to more clearly establish appropriate use in 
younger adolescents, the need to develop a restricted distribution plan, both. Meeting minutes 
ai^ indicated that review staff also informed the Acting Director that their reviews were not yet 
completed and that there were additional data regarding adolescent use of Plan B. It was then 
agreed that review stoff would complete their reviews and collect the additional data and present 
them to the Commissioner and the Acting Director of CDER some time in February. 

Re\new staff within both Offices of Drug Evaluation III and V later noted in their completed reviews 
of the Plan B OTC switch application that they were tokJ at this meeting that the decision on ffie 

Plan B application would be made at a level higher than the offices of drug evaluation. 

January 16, 2004 

A teleconference was held between review staff from the Office of Drug Evaluation V and the 
sponsor. According to meeting minutes, review staff informed the sponsor that a meeting was held 
with COER management, including the Acting Director of CDER and the Director and Deputy 
Director of the Office of New Drugs, in which "some issues” were raised that would require re^ew 
staff to “provide additional information and have additional discussions with CDER upper 
management.” Minutes also noted that review staff told the sponsor they would not be discussing 
labeling revisions at that time and that they had been instructed by CDER management to 
complete their written revievrs regarding the OTC switch application. 

January 21 , 2004 

A memorandum from the Director erf Office of Drug Evaluation V indicated that ^e was in 
agreement with the favorable assessment of review staff and the majoiity voles by members of 
the joint advisory committee. Her memorandum concluded that adequate data had been submitted 
to approve Plan B for OTC marketing with certain product-labeling modifications— such as 
strengthening the message that Plan 6 is not for regular contraceptive use— included to address 
concerns raised at the public meeting and in the agency's reviews. 

January 23, 2004 

A meeting was held between FDA officials witoin the Office of New Drugs and the Offices of Drug 
Evaluation III and V and Barr Pharmaceuticals, lnc./WCC. According to meeting minutes, FDA 
officials told the sponsor that the decision on the appUcation would be made at a level hi^r than 
the Offices of Drug Evaluation. The Diiwtor of the Office of New Drugs tr^d the ^onsor that sudi 
a high-level decision was not typical of COER's procedures for drug approvals. The minutes also 
noted that review staff witoin the Offices of Drug Evaluation were in the process of completing 
their reviews and would forward them with their final recommendations to high-level management. 
Meeting minutes also irtoicated that FDA officials told the sponsor that they would need to request 
a meeting directly witfi the Office of the Center Director or the Office of New Drugs to understand 
high-level management's concerns. 

In addition, meeting minutes noted that FDA officials told the sponsor that tile Office of the 
Commissioner and the Acting Director of CDER had raised concerns as to whether there were 
adequate data to establish that minors (i.e., those under 16 years of age) would use Plan 6 
appropriately in the absence of a learned intermediary. Potential options that were suggested from 
FDA and CDER management included the possible need to (1) collect additional data, perh^s 
from another actual use study targeted to minors, or (2) to impose an age restriction on the OTC 
sale of the product. 
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Appendix III: Timeline of Major Flan B 

Events Belated to the Initial OTC Switch 

Application 

Date 

Event 

February 2, 2004 

Review staff wiHiin the Office of Drug Evaluation III requested that the sponsor reanalyze the 

adolesc^t data of the Plan B actual use study. According to the official request, staff asked for a 
“[s]ummary presentation of the Actual Use data fram the participants in the less than 1 8 years of 
age subset, including comparisons to the older subset wHhin the study.” 

February 13, 2004 

FDA confirmed that it had extended the POUFA goal date for a decision on the Plan B OTC switch 
application for 90 days due to the submission of the requested adolescent data from the actual 
use study by the spr^sor. The extended POUFA goaf date was May 21 , 2004. 

February 18, 2004 

A briefing was held during which review staff within Offices of Drug Evaluation 111 and V presented 
their analyas of additional summary data to the Commissioner on the use ^d behavior of 
adolescents in association with increased access to emergency contraceptive pills. Other 
attendees irK:tuded the Acting O^ty Commissioner for Operations and the Acting Director of 
CDER. According to meeting minutes, irK:luded in the presentatic^ were the review staff’s 
recommendations that Plan B have an OTC marketing status without restriction. The meeting 
minutes also noted that the Commissioner raised concerns regarding adolescents, including the 
potential for changes in future contraceptive behaviors and the potentisti benefits of <X7unseling 
from a learned intermediary for younger adolescents. 

In addition, the meeting minutes noted that CDER was directed by the Commissioner to work with 
the sponsor on a marketing plan to limit the availability of Plan B in an OTC setting and to consider 
the most appropriate ages that should have OTC access restricted. The Cmnmissloner requested 
a "rapid action” on the application. 

February 19. 2004 

Review staff within the Offices of Drug Evaluation ill and V met with the Acting Deputy 
Commissioner for Operations, the Acting Director of CDER, and the Director and the Deputy 

Director of the Office of New Drugs. According to a reviewer’s memorandum, in part, during this 
meeting, the Acting Deputy Commissioner Operations expressed her and ffie Commissioner’s 
concerns regarding adolescents and the potential for adverse behaviors resulting from increased 
access to Plan B. The Acting Director of COER concurred with these concerns. 

February 22, 2004 

This was the original PDUFA goal date for the initial Plan B OTC switch application. 

February 26, 2004 

Barr Pharmaceuticals, Inc., completed acquisition of the marketing rights for Ran B from WCC. 

March 11, 2004 

Ban Pharmaceuticals, Inc., $iA»mitted an amendment to its sNDA, proposing a duaFmarketing 
strategy, making Plan B OTC for women 16 years of age and older and prescription only for 
women under 16 years of age. 

April 2, 2004 

The Deputy Director of the Office of Drug Evaluation III completed her review of the Plan B OTC 
switch application and recommended that Plan B be approved for use as an emergency 
confraceptive in the OTC setting without age restriction. Hie review concluded there were 
sufficient data on the safety and effectiveness of Plan 6 to approve its use in the OTC setting. 

April 22, 2004 

The Director of the Office of New Drugs issued his review of the Plan B application and concurred 
with the recommendations of the offices of drug evaluation that the sponsor had provided 
adequate data to demonstrate that Plan 8 could be safety, effectively, and appropriately used by 
women of childbearing potential for the indication of emergency contrac^tion without a 
prescription. He recommended that tiiis application be approved to permit availability of Plan B 
without a prescription and without age restriction. 

May 2, 2004 

The Acting Director of CDER contacted the Director of the Office of Pediatric Therapeutics, wttiiin 
the Office of the Commissioner, via e^ail requesting assistance cm language regarding cognitive 
development among adolescents. 

According to internal FDA e-mails, the Director of the Office of Pediatric Therapeutics responded 
that she would consult with another official with a badcground in developmental pediatrics and 
would follow up with "behavioral science information as to why one cannot extrapolate decision 
making on safety issues” from older peculations to younger adolescents. 
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Appendix III: Timeline ot Blajor Plan B 

Events Related t» the Initial OTC Switch 

Application 

Date 

Event 

Mays, 2004 

According to internal FDA e-mails, the Director of the Office of Pediatric Therapeutics provided the 
Acting Director of CDER wrilh information cxi brain develc^ment and Uie maturation of higher-order 
thinking among adolescents 10 years to 21 years of age. in her e-mail to the Acting Director, the 
Director of the Office of Pediatric Therapeutics included the statement that “[djuring early 
adolescence (10-13) there is an emergence of impulsive behavior without the cognitive ability to 
understand the etierfogy of their behavior.” 

Mays, 2004 

According to tel«:onference minutes, frte Acting Director of CDER called Barr Phannaceuticals, 

Inc., officials to infonn them of toe not-approvatrfe action and asked pemtission to release toe not- 
^provable letter. According to FOA regulations, without consent of the sponsor, the agency 
cannot publicly release data or information contained in an plication before an approval letter is 
issued.' 

Minutes noted that the Acting Director tirfd sponsor officials that (with their permission) he wcKild 
conduct a press interview to dis<xjss the not-a;^rovab!e action ^d the staff’s disagreement with 
toe not-^provabte action would be acknowledged publicly. 

May 6. 2004 

FDA issued a not-approvable letter, denying Plan B OTC maiketing status, citing a lack of 
adequate data regarding safe use among younger adolescents. The letter also stated that FDA 
was not able to conduct a complete review of the dual-marketing strategy in toe amendment to the 
sNDA because of the absence of the draft product labeling describing how Barr Pharmaceuticals, 
Inc., would comply with both the prescription and OTC labeling requirements in a single package. 


Souica: GAOafliUysis of FDA data. 


‘Soe 21 U.S.C. § 355a(b), (c). FDA may request that manufacturers new or already-mailceled 
drugs conduct studies ot their drugs in pediatric populations where it believes that such studies wUI 
lead to additional health benefits. Studes complete in accordance with FDA requirements entitle ^e 
manufacturer to an adcfitiortaJ 6 months of maiketing exclusivity. In its technical comments on the 
draft of this report. FDA stated that It did not ask for pediatric data for the prescription version of Ran 
8 because the producfs t^rysiologicai effects are the same in younger and older women, and 
because a health care pi^^fttioner is involved in dispensing prescription drugs. 

*On September 23. 2005, Ute Commissioner of FDA, who was appointed on July 13, 200S, resigned 
from his position. He held ftie tide erf D^x^ Commissioner from February 24, 2002, until Marc^ 26, 
2004, when he was named Acting Commissioner. Because he was Deputy Commissioner during 
most of the time covered by tNs report— for those events associated with the initial Ran 8 OTC 
switch application through ftie May 6, 2004, decision — we use the title of Deputy Commis^oner iix 
him in this report 

‘BehM-the-counter is d^ined as a classiftcatim of drug products that do not require a prescription 
but are also unlike OTC products in that there is a measure of dlnicaJ over^ght in their use. For 
behind-the-counler products, pharmacists are able to intervene by advising patients on the product's 
proper use and associated risks and by referring them to their physicians whm appropriate. See 
Robert I. Reid, “Support Grows for a TTiird Class ot ‘BehkKf-Sie-Counter' Drugs." Pharmacy and 
Therapeoftes, vd. 30, no.5 (2005); 260-261. 

■‘FDA, in coUaboraiion with various stakeholders, inducing representatives from consumer, fatient, 
and health care prmdder groups and the pharmaceutical and biotechnology industries, has devde^d 
performance goals for ttw 8me to complete the review of an application submitted to the agency, 
which have been incorporated by reference info PDUFA. 

The Acting Deputy Commissioner for C^wrations was the Director of ODER when the initial Rgm B 
OTC switch awjficafion was submittwJ in April 2003. She tdd GAO that die became the Acting 
Deputy Commissionw for Operations in March 2004, and that her role in the review erf the initial Plan 
B OTC switch appiicafion was as a consultant to the Acting CDER CKrector. 

'See 21 C.F.R. § 314.430(d)(1). 
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Appendix IV: Acting Director of CDER’s 
Official Memorandum Explaining His Not- 
Approvable Decision, May 6, 2004 


The following is the official memorandum submitted to the record by the Acting 
Director of GDER to explain his decision on the initial Plan B OTC switch ^plication. 
GAO has redacted information identi^ing specific persons as well as information not 
directly related to the review of the initial Plan B application. 
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Appendix [?: Acting Dawtor of CDER’s 
Official Memor^dom Explaining Hb Not- 
Approvable Decisitn, Sia; 6, 2004 


MEMORANDUM 

DAIE: May 4. 2004 

FRCM; ITutRedKled) 

Acting Directs, Cfliter ibr Drag Evahiatkm and Reseat^ 

TO. NDA 21-045 

Sl^JECT : Review of NDA for Rx to Over the Counter Switch A>r Plan B 

i have read and carefiiUy cmsidcred all of the reviews in the actioi package for dtis application. I do 
not concur with the cecomnendatioa by the Office of New Drags to approve Bair's apphcatico to 
switch Plan B to ovcr-thc-coiaitcr (OTQ status. My decision is based on the lack of available data 
relevant to OIC use of (he product by a^leacEnis younger than 14 and very limited in die 14-16 
age group. Wilboul data in the apt^ication on OTC use in Bus age group, and lackuig confidence that 
data from olderadolescastscmbcconfidentlyealiapolaicd to this age group, I find the pn^xsa! to 
switch Pltm B &umRxtoOTCuse— dius mabngit availaiile to very young adolescents — u>be 
unsupported. Spccifie concerns regarthng the ai^icaticin Delude the {bilowrng; 

• Sexual activity aiiKH^ tI-10 14-yearold f en m le s ia the Urn led States it welt documented.' Despite 
the lagent need M prevent prepuocy in ibese young adolescents, (he s|^iieation contained no data 
in subjects under 14 years of age. 

• In traking decisioRS tbaat pediatric use. it is often possible to exti^latc data from one age g;roup 
to anMher. based on knowledge of die siinilarity of the condition. However, n this case, 
adolescence is knows to be a time of rapid and proftnnd physical and emotional change. For 
example, during early adoksccnce (10-13), ibis age group experiencea the emergence of iinpuUive 
behavtOT widiout ibt cognitive ability to undentand the etiology of their behavior. During mid- 
adolescence (l4-l6),youftt begin to develop theeapaci^ to think abstractly; however, their ability 
to integrate their emerging cognittve ^dlls into toeir real-life exparieaces is imn wt u re and 
incoinplete. The capacity to understand complex concepts, whi^ de v e l ops during middie 
adolescence, allows adolesccnis to modulate their impulsive b^vtor.' Because of these large 
developmental diSaences, I believe that k is very difficult to extrapolate data on bdiavior from 
older ages to younger ages. I am uncwnfbrtaMe ivith our current level of knowledge about the 
porential diftrential impact ofCTTC availability of Phn B on these age subsets. 


'*14 and Ynungoi The Sexual Behavior of Young Adolescents,* The National Csnpaign to Prm«nt T^en 
Pregnancy, May 2008. 

‘Stido^iPediaOica, 21st edttlDi, C2iapter3.1. Growth and Development, PsjrcdiologLcai Deveit^ent 
During Adrdesceoce. 
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Appendix IV: Acting l^rector of CBER’s 
Official Meraorandum Explaining His Not- 
Approvable Dec^on, Mbit 6, 2004 


1 also lave Ok following cancans: 

• Tlw additionaS stutfies cited in (he OQice of hfow Drugs reviews do not apprminate Whal OTC use 
sidfideiiily to ssqiport ^>p(ovaL Akfaough foe studies are rclevaiit, noK tests the hypofoesis that 
typka] addcsccnt consuniers wifo no exin iniatnation will use foe product correctly. Hw studies att 
either not conducted in the general population or fo^r provide product efoic^on asistroce beyond 
whst adolescents wodd receive in an OtC sination. whae no contact with a Itf ath care piofessfocal 
is expected. Likewise, foe litmture review subndned to address <{ueaiw)s of in^mtant potential 
bdavKxal changes associated with availabihiy of an emergency contrace^ve (eg., sul^tutim of 
the product for routiac and mxe effective contrecepbcin, or inoteased me^ally r»^ sexual 
btitavia) did not cootain studies that mimic what would be actual OTC availability. 

• Tbe numba of adoleseoH part icipa aa in foe actual use study is too small to genaaliae to the U.S. 

population of adolcacents. I do not believe the data set oa age group is huge to n»ch 

valid ctmchisions from the sluhr. 

Some staff have expressed foe concent that thn decisim is based cn rnnHoedical iniplicadems ofteoi 
sexual behavior, or judgments abi»ii the propiieiy of fois activity. These iasues ae beyond tbe sctqx of 
our foug approval [xoceas. and I have not consktered them in fois decision. 

The need for data on young adoksceni btitavior dociissed in this memo does not apply to prescriptioii 
contiaceptive poducts becmise use «>f proschptioft products involves monitoring 1^ hnith cans 
practitioneis and, mosi'likeiy in fois age group, parents. 

IRcouiaing Text RedactedI 
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Appendix V: Director of the Office of New 
Drugs’ Official Memorandum on His Decision 
on the Plan B Application, April 22, 2004 


The following is the official memorandum submitted to the record by the Director of 
the Office of New Drugs to explain his decision on the initial Plan B OTC switch 
application. GAO has redacted information identifying specific persons as well as 
information not directly related to the review of the initial Plan B ^plication. 
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Appei^lix ¥: Director odt t^e Office of New Drags’ 
Official Memoraadiun qb His Decision on Che 
Plan B Application, A^il 22, 2004 


MEMORANDUM 


DATE; Aim! 22, 2004 

FROM; {TMt Redacicdl 

Dhe^or, Office of New Dnigs 

TO: NDA 21-045 

^JBiECT: Review ofNDA Tot Rx to OTC Switch for Plan B 

Tias iRerDonndum is niended to s uauimiae my review, conchisioas. and recommendtaions regarding 
the peading application suhntitted by Btur Labmiories proposing a switch to oon-is^esci^nMR status 
for Plan B (levonargestrei) for emergency contncepthm. I tove read and earelully consdered dre 
reviews in the action package writteo fPoC Rcdactcdl 

I also sRcnded the 0eeemberl6, 2003. joint Riecting of foe Non-Prescriptioa Dn^ Advisoiy 
ComnittM and (he Reproductive Health Drugs Advisory Conunittee at which dug appiicitton wtB 
presealed for discussion and poMic input 

Tbe (bug product wd mdkation proposed by the sponsor for non-description marketing (also known 
as over-the-counter or OTC) are idcntkai to foe adwoved prescripticin product Plan B has prcviou^y 
been proven to be efl^ve for emergency conlncept»B. sad has a weil-documoited safoty profile. 
Therefore, the primary regidaioty issue in considering foe potential non-prescriptiOD use of fois product 
is whether it cat be used stfoly. effectively, and appropriately by women of child-bearing potential 
without need for a learned intsi&ediaiy (e.g., counseling from a ^^sicisn). In support of ^s 
iqtplication the qtonsor sdnnttcd a ia^t cornpiebeaaon study a^ an actual use study, both of which 
have been extensively reviewed tbe staff in foe two di vniens. fe my opinion, these studies provide 

adoiutf e evidence that women childbearing potential can use Plan B safely, effectively, and 
appropriately for enogency cantraception in foe non-prea wip tica setting. The data suhntitted by the 
sponsor in support of Boo-prescr^tfon use of Plan B are fidly ctmristeni with foe Agency’s uaual 
standards lor meeting the ciiteiw for determining foat a product is approfeiate for such use. This 
conelosicn is supported by foe feet foil both divisions a^ offices re^wnsible for the review of fois 
application lave reciunmcnded sf^iroval and foe feet tfaat Ifae joiat Adviscry ComtniUec voted 25 to 4 
in fevor of recommending foat Pto B be swirehed to non-preteription status. 

Other senior officials witlm foe Agency, including foe fbmier Cwnmitsioner {Teat Redacttd] and the 
Actmg Center Director |T<sl Rcdactadl, have exfwessed concerns about the potential for unsafe, 
ineffective, or uispfxopriate use of Plan B by adolescents if it were to be made available withtHd a 
p rescripticn. These concents qtpear to have been based psimarily oo the limited number of adolescent 
women included in foe sponsor's lifoelcomprehessiDn and actual use studies. While it is true that the 
nunfoer ofad^escents enrolicd in foe qxmsor’s studies was retanvety small, these studies did not 
exclude adolescent women 6om enroDmesit and were coodocted in settings foat would be eqtected to 
capture a representative populatios r^wornea who currently seek emergency cwilrac^tion. Therefore, 
it is likely (hat the percentage of patients enrolled in these studies is an accurate reflectxn of foe 
potential users of Plan Bin an OTCsellitig. Furthennore, the data feom these studies do not sugi^l 
that adc ties cc n t women are stgnificaitlly di^renl foxu older women in foes' comprehension cti' the 
labding 01 appropr ia te use of foe product in the OTCsettinfe and fw some anat^es the adolwcent 
women actually perfonned b^er titan older women. ], tijerefore, believe that the data from the studies 
submitted by tiw sponsor are sufRcienl and adequate m which to base a regulatory decision on whetiier 
Plan B can be uxd safely, effective^, and approreiaiely by women of diitdbearing potemial. 
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Appendix V: Director of dw Office of New Drugs’ 
Official Memorandum («i HIb Decision on the 
Plan B Application, April 22, 2004 


Tegardkss of ^e, in te Onrc mniflg. The Agency Jos not hoetofore distingui^wd the saf^ and 
efficacy of Plan B and other fonns of honnonal confrac^tian amoog different ages of womoi of 
childbeirmg potenti^ and i sn not aware of any carolling scientific reason fm- such a distinction in 
this case. ! would aba note that ft>e ^ency has a tonghbtocy ofextiapc^ting findings from clinkai 
trials Bi older patiorts to adolescents in boft prcscriptioa and oao-firescriptioo a^rovals, and this 
practice was recesdy incorponted into the P^iatiic Research and Eqiuty Act (PREA). 

As detailed in die reviews prepared by (Tot redacted] .madditioa to die studies 
suboitled the spomor there cxisb a siAsbntial body of dab fiom recently coir^leted puidi^ted and 

ur^wblished studies on emergescy contraception that have enn^led a substantial ntmdier of adoksccM 
women. While HOIK of the studies dkectly tninw the OTC Setting for access to Pl«i B, 1 believe d»t 
these data are relevant sid help to adifress whether adokscenis can use Plan B in the ore setting. 
Taken together, these additional studies do not a^pon a concent that adolescent women are less able to 
understand the Uiel dr rectioBs or less likely to ap p r opr iat ely use the product than older wcHnen. 

Further, these studies fouad diat increased access for adolesecnts to emergency cootr a ception did ncri 
result in mapfs'^inate use of Flu B asa routine form of contraception, an increase m thcTHH&ber of 
seaual partncis. an increase in fte 6equency of unprotected inlercotnse, or an increase in the frcc|uency 
of sexually transmitted diseases. 

In sununary, I concur with the lecomnendatioos bom die review divisions and offices that the sponsor 
has provkM adequate dab to demonsbate that Flan B can be safety, effectively, and apprc^imtely used 
by wornm of chikfeearing potential for the indication of anergeBcy eontraceptiai wilh^ a 
prescriptioB. 1, dHcfore, recosKBciid that this application be approved to permit sviilabtli^ of Flan B 
without a prescription and without reaiiciions itgarding the av^biJhy of the product to a^lesccnt 
woroea. 

1 am sensitive to and respect die concerns that some may have regarding non-prescription access to 
Plaa B by adolescents. Products that are indicated fer uses related to sexual activity in adolescents raise 
co Dcem s for some people feet go bQOBd a finding based OB chweal trial dab that the product « safe 
and effective for its mtended use in adolesceats. These coacems are derived Bois inds^duat views and 
attitudes about the monU^ of aiMescent sexual behavior sod also overbp with concents about the role 
for pwmts and healdi care profeasionab in deeuions about coniiaceptive uae is idoiescents. While 
adowwledgmg these conceriM, I believe thet the avtileble dab cleaiiy support a cenehsion that Plan B 
meeo ttie statototy and regulMory requiremenu fer avaibbility without a prescriptioa fer all age 
groups. Such a cosclusicn b cottsiBent with how fee Agency has made deiononaiioiis fer other OTC 
products, lucluding mber foma of cantreceptkn evailaUe without a prescriptioa Further, f believe that 
greater access to feis dr« wiD have a aigni ficeni positive ir^isct oo the puWe bealfe by reducing fee 
nunfeer of unplanoed pregnsKies and the number of riiontons. While OTC access to Plan B fer 
ark^escentt may be oo u tt ov ersial from a societel perqtective, 1 cannot flunk of any age group where the 
benefit of preventing unplanited pregnancies and abortion is more important and more compeiliiig. 

The sponsor is aware of the socieb! issues related to OTC access for Plan B, particubsly to 
adoleacenls. They iaitBlly proposed a vohmbry marketing rivt called CARE (CoannieDt Access 
Responsible EducationX was designed to increase awareness of^propriatc use of Flan B 
through education whde increasiog avaibbility through OTC access. The joint Advisny Committee 
voted 22 to S (wife one abstoriiDn} feat this program was adequate fer mtroductjim of Plan B mio the 
OTC setting. [RcaHiniBg Teat Reeled] 
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Appendix VI: Comments from the Food and 
Drug Administration 



0IPAItTM»n‘ OF HKALTH » HUMAN SEKVKIES 


F^lbSe Servie* 


Food and Drug AdminiMraiian 
Roekv^B* MO 201^ 


October 28, 2005 


Marcia Crose 
Direcbtf, Health Care 

United States Government Accountability Office 
441 G Street. NW 
Washington, DC 20S4S 

Dear Ms. Crosse: 

Please find enclosed fite Pood and Drug Administration’s general comments in response 
to the Govomneti Accountability Office's draft report entitled, “FOOD AND DRLXj 
ADMINISTRATION: Decision Process to Der^ initio! AppUcation for Over-lhe Courser 
Marketing the Emergency Coniracepitve Drug Plan S JFas UmtsaaJ GAO 06^109. “ 

We appreciate the oppoitumty to review and comment on this draft report before it is 
published, as well as the opportunity to work with your staff in its devdi^pment. 


Sinceiely, / 

wet^oodcock, M.D. 

Deputy CtMnmissioner for C^ratmis 
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Gcnerai Commcnta to GAQ*5 Draft Report. Entitled "TOOD AKD DRUG 
ADMINISTRATION: Decision Proc ess to Deny Initiai Applicatjgi fQr Qver^eCo- 
M»ic«»ng of the EmerBcncv Contraceptive Prog Plan B Was Unusnat” 


We would Gra Hke to observe that the agency's oppomnty to »view this rqxurt was 
apical. UsuaUy, GAO imwides the agency with cofnesofthe report and gives die 
^ency ample time Iot an iatnnaJ review and for comment, hi this case, vre w(»e not 
provided a cc^y of the rqxnt to review and discuss among ouiseives. Instead, GAO 
offeed various vievnng limes and required FDA personnel to sh in a room with a GAO 
re^mscDtative in order to review the leprat. We were not penratted to copy portions of 
the report or to ind:e Idephone calls. Because of these restrictions, we have had to 
compile our conunents based on our iccolicclion and notes of what the report said during 
dte limited time we had to teview it Our substantive contments are as fotlows; 


1 . One of the princqMl finding g in die report is that the decistoo process for issuance of 
die Not-Approvable leoer for Plan B in May of 2004 was unusual in diat FDA high- 
level management was more involved In the Plan B decision than it has been in ofoer 
over-the-counter(OTC) switch decUioRS. While it is true that management at the 
Center for Drug Evaluation and Rescardi (CDER or Center) is not always involved in 
making decisions on OTC switch ^plications, the report suggests that the Center 
Directm-’s involvement cm the Plan B application was more unusual dun it actually 
was. The r^rt does not reflect the foct ihM Center management is ultimately 
re^Kmsible for all decisions made wifoin CDER, and the Center I^rector is re gular ly 
apprised of. artd involved in. regulatory decisions that are not routine, such as those 
that mise comfdkated scienliHc issues, are likely to be controversa], or those for 
which foere is a difference of opinion in the Center. Because of the amount of public 
interest In the Plan B af^Hcation, including the foct that two citizen petitions had 
been submitted legaiding the OTC switch of Plan B, it was foiriy typical that the 
Center Director was involved in the ttgulatoiy action on Plan B. !rt addition, the 
Center Director discussed foe Han B switch applicalum with hi^-level atanagement 
within the Office of the Commissimer. Such foscussions are part of the Center 
Director^ respOTsibilities (i.e., to ke^ his superiors within foe agency a^rrised) and 
are typical for hi^profllc, controversial apf^icalions. 


2 . TherqwrtBlsos^foBttfaeissuanceDfaNot‘Approvab>eletterinMayof2004was 

unusual beemtse foeie were conflicting accounts about whether the decision to not 
approve the suf^daBeoial ai^ication was made before the reviews were completed. 
The report discussesas leagth the communicatioRS between the review divisions and 
the Acting [Rector. CD^ and the Acting D^uty Commissioner for OperalicHta in 
the December 2003 and January 2004 timeframes. The tone of the discussion 
si^gests that foe deciskm to not approve Plan B that was reflected in the May 6 , 

2004, tetter ntay have been made as early as December 2003 before foe reviews wise 
con^ieted. and tb^ this was scwiehow im^eoper. The report does not reflect foat the 
ordinary come of making regulatory decisions in CDER almost alwttys encompasses 
disetBsitHi of altemativeiegulatorycoisses of action overaperiod offline. A 
decisioiioo an applicatkot is not emsidered to have beat made until the chosen 
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alttmative ts documented in an action letter, with suf^xntii^ radonale. bi die 
cycle review ofPlan B, i^idaKny alternatives were discussed as the origiiud user fee 
p^ormasce goal dtf e of February 20. 2004, ^^voscled. It v/as mtirely nonnal for 
the Acting Cemer DtrectOT arwi others to convey to the review divisions their concerns 
r^arding Ok appikadon so the division coukl detmiine what ctainwnic^ons with 
the applicant were af^Kopriate as die goal date appioaclred. it is inftecurate, howerar, 
to claim that a dectsioa to issue a Not-Approv^le was made several momhs 

before the action letter was issued. As the report itself indicates, as late ^ May 2. 
2004, die Acting Dhector, CDER consulted with the Office of Pethatrira strung 
more date on co^futive development in adolescents. The infbnnaticm recteved 
provided support for the conclusions reflected in the letter issued on May 5, 2004, 
documentir^ the action on foe first review cycle of the aji^lication. 

3. The third aspect of the action on Plan B that GAO found was “unusual’* vtas thtu the 
T^oale for foe decision was “nover and did not follow tradititnal practices, 
referring to the considHation of behavioral issues such as (tecreased use of condoms 
and increased risk sexu^ly transmitted diseases (STDs). This conchrutw reflects a 
fundamcBtal mtsusdrestending of the issues normally considered in OTC switch 
applications and tite Acting Dneocir’s rationale supporting his action on foe fir^ 
cycle review of the I4an B supplemental ^splication. First, all OTC switch 
applications require omsideration of ‘^tehaviorBl’* issues, including wbteher foe 
disease or conditiOD can be self-diagnosed and whether the drug can be used safely 
and effectively tmder actual conditions of use. Most switch appKealioiu are 
accompanied fay actual use and 1^1 comprehension studies foid examine such 
“behavioral” issues. In addhion, foe "behavioral" issues with regard to this 
application are dkeedy related to safe use of foe product. For example, if a woman 
cb^ not to use cootfoms and to rely on Plan B as her only form of contraception, she 
may be exposing herself to lirts related to acquiring STDs, and If she reties on Plan B 
as her routine biaa of biilb contioi, she would be exposing herself to foe risks of 
regular oral contraceptives (which are only avaiiable Rx). 

In the case ofPlan B, the behaviora that were ^qtrt^ate for conrideratiwi included 
sexual behavion such as condom use and increased rid( of STDs. Furthermore, the 
rep<»t suggests that foe Actmg Director, CDBR alone identified foes behavioral 
i5»ie3 as concents in his review. In feet, the Acting Director, CDER was cot the 
source of foese issues in foe review of tlK Plat B si^plememal application. 

Regardiog foe studies that were subnritled by Barr and reviewed by foe Divisions, foe 
actual use study included spedfic questions about condom use and foe label 
comprdKosioo study included date fioic questioos liuu assessed wMnen’s 
understanding tlot Plan B does not protect a^^nst SD^. The Acting Director, CDBl 
reviewing the data in tire appUcatioc concluded that foe dtea on actud use and label 
comprehension were inadequate to allow a conclusiofi that Plan B could be used 
safely and effectively in women under 16 because women in that age group were 
inadcqttetely represented in foe Ktual use and label comprebenskm studies. Rather 
than iiuioducit^ a “oovd’’ af^iroach to this OTC switch application, foe Acting 
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Director, CD^ reached a difTcreat conchtuon than dat of the review Divans 
based on his view of the adequacy of the dma aippwting the switch. 

4. The last aspect th« GAO asserts was unusual (listed Hrst in (he OAO repon) was dial 
die Directors ofdieOStces of Drug £valuatioB(OD^ Ulaid Vand theDuectwof 
die Office of New Drugs '‘relused to si^” the Not-Appiovabk letter. The Acting 
Chrectw, CDER did not ask the ODE Directors or the OND Dtrectm- to sign the ietto-, 
nor w» the ietter ever presented to them for signature. It would be more accurate to 
stale dial those FDA offidak did not agree with the issuance of a Not-Approvabie 
ietter, and therefore were not asked to si^ h. 
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GAO’s Mission 

■ 

The Government Accountability Office, the audit, evaluation and 
investigative arm of Congress, exists to support Congress in meeting its 
constitutional respor^biiities and to help improve the perfonnance and 
accountability of the federal government for the American people. GAO 
examines the use of public funds; evaluates federal programs and policies; 
and provides analyses, recommendations, and other assistance to help 
Congress make informed oversight, policy, and funding decisions. GAO’s 
commitment to good government is reflected in its core values of 
accountability, integrity, and reliability. 
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Documents. GAO also accepts VISA and Mastercard. Orders for 100 or 
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441 G Street NW, Room LM 
Washington, D.C. 20648 
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PERSPECTIVE 

Women’s Health and the FDA 

Susan F. Wood, Ph.D. 


Science commits suicide when it 
adopts a creed. 

— Thomas Henry Hu^dey’ 

l^n August 31, 2005, I re- 
signed my post of assistant 
commissioner for women’s 
health and director of the Office 
of Women’s Health at the Food 
and Drug Administration (FDA). 
The agency leadership had cho- 
sen to delay indefinitely a deci- 
sion about switching emergency 
contraception to nonprescription 
status. I believed that in doing so, 
they were disregarding the scien- 
tific and clinical evidence and the 
esmblishcd review process and 
were taking an action that harms 
women’s health by denying them 
appropriate access to a product 
that can reduce the rate of un- 
planned pregnancies and die need 
for abortions. 

Both the relevant advisory 
committees and the professional 
review staff at the FDA’s Center 
for Drug Evaluation and Re- 
search had strongly recommend- 
ed that nonptescription status be 
granted to Plan B emergency con- 
traception (levonorgestrel), given 
its safety and the need for timely 
access for optima! efficacy. The 
FDA had rejected the status 
change in 2004 on the basis of 
the stated concern that there 
were inadequate data showing 
comprehension and proper use 
by young teens, and it proposed 
making the product available over 
the counter only to women over 
a certain age; it has now delayed 
a decision, however, so that the 
difficulties raised by its own un- 


precedented proposal may be as- 
sessed.* 

These actions should be ex- 
amined in the broader context of 
the FDA’s policies and programs 
for women’s health. Women’s 
health issues have been deeply 
entwined with the history of the 
agency. Congress’s granting of 
the legal authority to the FDA to 
ensure that products are safe and 
effective was often driven by trag- 
edies associated with women’s 
health — often reproductive 
health, in particular. In 1962, 
when the Kefeuver-Harris Amend- 
ments were added to the Food, 
Drug, and Cosmetic Act in re- 
sponse to the thalidomide trag- 
edy, for example, the FDA gained 
critical authority, Including the 
mandate to ensure that drugs 
were effective before being mar- 
keted and to require that manu- 
facturers report unexpected ad- 
verse events. Thalidomide was 
denied approval for use in the 
United States; the evidence of its 
teratogenicity also led to the es- 
tablishment, in 1977, of FDA 
guidelines calling for the exclu- 
sion of women of childbearing 
potential from phase 1 and early 
phase 2 studies — a policy that 
was not reversed until 1993. 

In 1976, after the Daikon 
Shield intrauterine device injured 
many women, Congress passed 
the Medical Device Amendments, 
strengthening the FDA's ability 
to regulate medical devices. In 
1992, the FDA was given the re- 
sponsibility of setting standards 
for and inspecting mammography 
facilities. 
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The agency’s growing role in 
providing information has also 
been tied to women’s health is- 
sues. In 1970, the FDA developed 
its first package insert for pa- 
tients in response to calls from 
women’s health advocates and the 
public for more consumer infor- 
mation about oral contraceptives. 
Such package inserts are now an 
important way of getting pa- 
tients information on a wide va- 
riety of medicines. The discovery 
of a link between toxic shock 
syndrome and tampon use led 
to the provision of relevant in- 
formation in tampon packaging. 
Recently, in response to new data, 
Congress called on the FDA to 
be the source of unbiased infor- 
mation about the risks and ben- 
efits of hormone therapy in meno- 
pause. 

But women’s health has meant 
more at the FDA than just repro- 
ductive health or women-specif- 
ic health concerns. The key focus 
since 1993 on including women 
in all phases of clinical studies 
and evaluating the resultant data 
for differences according to sex 
and other demographic variables 
has affected all the products that 
come before the FDA — ensur- 
ing that studies explore the po- 
tential for sex differences in safety 
and efficacy and that data are ojI- 
lected rigorously enough to per- 
mit such evaluation. This issue 
was the primary reason for the 
formation, in 1994, of the FDA’s 
Office of Women’s Health. Cur- 
rent research and outreach ac- 
tivities of this office focus on 
coronary heart disease in women; 


, 2005 


Downloaded from www.nejm.org on October 19, 2005 . Fw personal use only. No other uses without permission. 
Copyright © 2005 Massa(^s^ts Medical Society. All rights reserved. 



547 


PERSPECTIVE 


women’s health and the FDA 


Other programs have targeted dia- 
betes. pharmacokinetic and phar- 
macodynamic studies of medi- 
cations used during pregnancy, 
and safe medication use. The of- 
fice has also funded data-mining 
analyses of adverse drug events, 
as vvell as the development of 
systems for tracking the demo- 
graphic characteristics of study 
subjects and analyzing data for 
significant sex differences. 

The Office of Women’s Health, 
which is part of the Commission- 
er’s Office, is not in the usual 
decision-making chain for the 
approval of products at the FDA. 
But its staff members are often 
called on by the review centers to 
provide consultation. ser\^ on 
working groups, or provide a 
broad perspective on women’s 
health, particularly when a prod- 
uct under review has a clear link 
to women’s health needs. The 
common threads in all our work 
have been the development of pol- 
icy and programs for the benefit 
of the public health and a reliance 
on sound science for decision 
making. 

Scientists and others sometimes 
raise questions about whether the 
FDA’s decisions are in fact being 
guided by the available data, and 
vigorous and healthy debate over 
an agency decision is not unusu- 
al. Recent debates have focused 
on concerns about product safe- 
ty and the structure of decision 
making with regard to safety la- 
beling, and the Office of Wom- 
en’s Health played an appropri- 
ate role in these debates, as we 
did in the early discussions about 
Plan B. 

The FDA holds dear its some- 
times controversial prerogative to 
make decisions independent of 
its advisory committees, and there 
have been cases in which not ac- 


cepting an advisory committee’s 
recommendations has resulted in 
good decisions. But recommen- 
dations of an advisory committee 
that are strong^ supported by the 
FDA’s review staff have rarely, if 
ever, been tw^rturned at the high- 
est level of the agency, as they 
were both in the decision to re- 
ject nonprescription status for 
Plan B and in the most recent 
decision to delay through rule 
making. The first of these deci- 
sions, including the suggestion of 
possible dual status, overturned 
the recommendations of all the 
lower review levels in the Center 
for Drug Evaluation and Research. 

1 disagreed with that 2004 deci- 
sion, because such dual status 
has never been required for oth- 
er over-the-counter products sold 
to adolescents and because the 
proposal was not based on con- 
cerns about safety or efficacy. Yet 
1 and other staff members re- 
mained hopeful that this was in- 
deed a path toward some form 
of approval. 

But on August 26, 2005, the 
process appeared to have gone 
off track. The unusual decision 
to seek public comment and to 
begin the probable development 
of a new regulation to permit 
and govern such dual status — 
that is, to launch a rule-making 
process — came as a surprise to 
most of the agency. None of the 
senior members of the profes- 
sional and scientific staff who 
would normally have participat- 
ed in making a decision about 
nonprescripdon status for Plan 
B (all of whom had recommend- 
ed approvaD seemed to be aware 
of what the decision was going 
to be until shortly before it was 
announced. The staff members I 
spoke with indicated that they 
had not recommended this pro- 


cess, which can take years, as a 
needed step. The decision, which 
left women of all ages without 
appropriate and timely access to 
emergency contraception, was a 
clear rejection of recommenda- 
tions that had been based on ex- 
tensive review and evaluation of 
the pertinent data. 

Recently, the commissioner of 
the FDA, Dr. Lester Crawford, 
stepped down; this will be the 
first test of whether a new com- 
missioner will be able to ensure 
that science is the driving force 
in the agency. If the FDA is to 
continue to fulfill its important 
role in public health, both in the 
United States and international- 
ly, its professional scientific and 
clinical staff must maintain its 
independence and thus its scien- 
tific credibility. In compromising 
these values and ignoring the 
expertise within the agency, the 
FDA’s leadership has compro- 
mised the health of women and 
families. As a scientist, as a ca- 
reer FDA employee, and as the 
director of the Office of Wom- 
en’s Health, whose mission is to 
be the champion for women’s 
health at the FDA, I could not 
sanction this action by remain- 
ing at the agency. 

An interview with Dr. Wood can be heard at 
www.neim.org. 


Dr. Wood was the assistant commissioner for 
women's health and director of the Office of 
Women's Health at the Food and Drug Ad- 
ministration, Rockville, Md., from November 
2000 to August 2005. She is an adjunct asso- 
ciate professor at the School of Public Affairs 
at American University, Washington, D C. 

1. Reflection #71. In; Aphorisms and reflec- 
tions — from the works of T.H. Huxley, se- 
lected by Henrietta A. Huxley. London: 
MacMillan, 1907. 

2. Wood AJj, Drazen JM. Greene MF. A sad 
day for science at the FDA. N Engl j Med 
2005:353:1197-9- 
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When Politics Defeats Science 


By Susan F. Wood 
Wednesday, March 1, 2006; A17 

Since my resignation six months ago as assistant commissioner of women's health at the 
Food and Drug Administration, 1 have been traveling around the country meeting with 
men and women, fellow scientists and health care professionals. 1 have shared my 
concerns that our federal health agencies seem increasingly unable to operate 
independently and that this lack of independence compromises their mission of 
promoting public health and welfare. 

At every stop I am reminded that whether it is the environment, energy policy, science 
education or public health, the American public expects our government to make the best 
decisions based on the best available evidence. 

Yet, at a recent hearing of the House Appropriations subcommittee on labor, health and 
human services, we saw once again that this is not happening. Reps. Sam Farr (D-Calif.) 
and Rosa DeLauro (D-Conn.) questioned FDA acting commissioner Andrew C. von 
Eschenbach about the delay in approving the application to make Plan B emergency 
contraception available over the counter to women 17 and older. Von Eschenbach 
responded that the agency was carefully reviewing the thousands of comments received 
in response to last-minute concerns raised about the feasibility of making the same . 
product available over the counter for most women but keeping it on prescription for 
young teens. This exchange confirmed my suspicion that, like his predecessor, von 
Eschenbach is unable or unwilling to let the science and the scientists guide FDA policy 
and decisions, and that the real answer as to whether the FDA will allow Plan B over the 
counter for those 17 and older is no. 

Time and again in my travels I am asked, "What happened to derail Plan B?" f have to 
answer honestly that I don't know. The manufacturer agreed to take the "controversial" 
issue of young teens' access to emergency contraception off the table in 2004; now we are 
talking only about adult access to safe and effective contraception. Over 98 percent of 
adult women have used some form of contraception. So what is the objection? 

Perhaps it is that posed by a small but vocal political minority that insists on labeling 
emergency contraception as abortion, or at least confusing the two. One of the main 
questions 1 hear is, "Does this pill cause an abortion?" In fact, the only connection this 
pill has with abortion is that it has the potential to prevent the need for one. Emergency 
contraceptive pills work exactly the same way as other birth control pills, and they do not 
interfere with or harm an existing pregnancy. Emergency contraception is simply a higher 
dose of daily birth control pills; it is not RU-486, the "abortion pill." Indeed, emergency 
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contraception has been used as a method to prevent unintended pregnancies for decades 
by women who had physicians advise them on how many pills in their regular pill pack to 
take. So people who are comfortable with oral contraceptives as methods of 
contraception should be just as comfortable with emergency contraception. 

Having spent 1 5 years working for the federal government, nearly five of which were at 
the FDA, I care deeply about what's happening in the federal agencies, particularly our 
health agencies. Nearly 25 cents of every consumer dollar is spent on products regulated 
by the Food and Drug Administration. We count on the FDA for the safety and 
effectiveness of our medicines, vaccines and medical devices, and for the safety of the 
blood and food supply. The American public does not want to — nor should it -- have to 
think twice about the quality and reliability of information it is getting from the FDA. Its 
reputation as the international gold standard for regulatory agencies, and as a body that 
sets the bar very high when it comes to scientific evidence and integrity, is being put at 
risk over adult access to contraception. Why would the administration risk such a 
reputation over this? 

Von Eschenbach could demonstrate his commitment to the FDA's independence and 
scientific integrity and help restore staff morale and waning public credibility by stopping 
the rulemaking process and approving access to Plan B for women 17 and older. Instead, 
he continues to hide behind a wasteful and pointless bureaucratic process. Congress 
needs to step in and restore the FDA's independence and its ability to make decisions 
based on the evidence. 

It's been nearly three years since the first application came in to make Plan B emergency 
contraception available over the counter, so that women, including rape victims, could 
have a second chance to prevent an unintended pregnancy and the need for an abortion. 
How many chances have we missed? 1 still can't explain what is going on here, and why 
women 17 and older are still denied this product in a timely way. When did adult access 
to contraception become controversial? And why have we allowed it to happen? 

The writer is a former assistant commissioner of the Food and Drug Administration and 
is a senior policy adviser to the Reproductive Health Technologies Project. 
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Mission Statement 


Page 1 of 1 


The mission of the Reproductive Health Technologies Project Is to advance the ability of every woman 
of any age to achieve full reproductive freedom with access to the safest, most effective, appropriate 
and acceptable technologies for ensuring her own health and controlling her fertility. To fulfill this 
mission, we seek to build consensus in support of an education, research and advocacy agenda for 
reproductive health and reproductive freedom. We seek consensus through a process of dialogue 
among diverse communities about technological developments and their global implications. 


Guiding Principles 

• We strive to identify and eliminate barriers and ensure access to reproductive health information 
and technologies. 

• We view technology not as an end in itself, but as an essentia! component for all women and 
men, including those who are underserved and historically have been excluded, to control their 
own health and fertility. 

• We believe that each technology requires careful analysis of its safety, effectiveness, 
acceptability, appropriateness and ethical aspects, recognizing that all of. these may vary from 
person to person and community to community. 


© Copyright 2006 Reproductive Health Technologies Project. Ail rights reserved. 
1020 19th Street N.W., Suite 875 
Washington, DC 20036 
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To Members of the Committee on Emerging Clostridial Disease, 

As represerttatives of Gynuity Health Projects, Ipas, the National Abortion Federation, 
the National Women’s Health Network, and the Reproductive Health Technologies 
Project, we applaud the Centers for Disease Control, the Food and Drug Administration, 
and the National Institute of Allergy and Infectious Diseases for holding a joint scientific 
gathering. We are hopefiil that the expertise reflected in the room and among many of 
the presenters will help all of us develop a better understanding of a challenging public 
health problem. 

Like you, women’s health experts and advocates across the country are concerned by the 
deaths of four women from Clostridium sordetlii following medical abortion. According 
to reports from Centers for Disease Control, we understand this is part of a larger pattern 
of fatal infection among obstetric and gynecologic patients, many of whom were 
pregnant, but at least one of whom was not, and that this in turn may be part of a larger 
emerging pattern of clostridial infection. 

A number of women’s reproductive health organizations and experts have come together 
to share knowledge, expertise and resources in an effort to better inform the prevention 
and treatment care which may be offered to obstetric and gynecologic patients, 
particularly those who are seeking to end an early pregnancy with a medical abortion 
procedure. We are hopeful that the technical expertise and resources represented by the 
convening agencies will be used to investigate the underlying pathology of these 
infections and evaluate different options for care. 

We want to learn from your discussions and also raise several questions we hope you will 
consider as you develop a research agenda. 
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• Are the four confirmed deaths from C. sordellii following medical abortion 
related to an alternate, unusual, or mutated form of the organism? 

• Are there examples of infection among obstetric and gynecologic patients who 
have survived this infection? If yes, what sets these cases apart? Do these cases 
provide any insight for treatment options or guidelines? 

• A pressing question in the context of abortion care is the role of prophylactic 
treatment with antibiotics. To date, the FDA has cautioned against that approach, 
noting that with limited data, it is not clear that the benefits outweigh the risks. 

We urge the collection of public health experts to prioritize a research agenda that 
will help health care providers better evaluate treatment options for their patients. 

• Is there a potential anti-toxin that could be developed as a reasonable approach to 
saving lives from this infection, akin to the antivenin treatments available for 
snakebite victims? 

The signatories to this letter also want to express our commitment and willingness to 
work with public health professionals at a national and local level to better determine 
options for prevention and treatment in emerging clostridial infection, particularly as it 
relates to obstetric and gynecologic care. We want to thank you for your leadership on 
this issue and for the opportunity to share our concerns. 

Sincerely, 

Beverly Winikoff, MD, MPH 
President 

Gynuity Health Projects 

212.448.1230 

Laura Castleman, MD, MPH 

Medical Director 

Ipas 

248.390.6272 

Vicki Saporta 
President and CEO 
National Abortion Federation 
202-667-5881 ext. 219 

Amy Allina 

Program and Policy Director 
National Women’s Health Network 

202.347.1140 

Kirsten Moore 
President and CEO 

Reproductive Health Technologies Project 

202.215.4019 
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Statement of Vicki Saporta, President and CEO 
National Abortion Federation 
Submitted to the House Subcommittee on 
Criminal Justice, Drug Policy, and Human Resources 
May 17, 2006 

The National Abortion Federation (NAF) is the professional association of abortion 
providers in the United States and Canada. NAF’s mission is to ensure safe, legal, and 
accessible abortion care to promote health and justice for women. NAFs members 
include physicians, advanced practice clinicians, nurses, counselors, administrators, and 
other medical professionals at more than 400 facilities. NAF members are recognized 
experts in abortion care and include non-profit and private clinics, women's health 
centers, Planned Parenthood facilities, hospitals, and private physicians’ offices, as well as 
nationally and internationally recognized researchers, clinicians, and educators at major 
universities and teaching hospitals. Together, they care for more than half the women 
who choose abortion each year in the United States. 

NAF welcomes the opportunity to submit comments to the House Subcommittee on 
Criminal Justice, Drug Policy, and Human Resources. NAF has extensive experience 
with mifepristone (also known as RU-486 and marketed in the United States under the 
name Mifeprex). We developed education and training resources for health care 
providers, patient education materials, and information for the general public to coincide 
with the approval of mifepristone in 2000. Since its approval, NAF has continued to 
educate and train providers in its use, educate women about the option, and has carefully 
monitored developments concerning mifepristone’s safety and efficacy. 


1 
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Mifepristone has a long and well-established record of safety. First licensed in France 
and China in 1988, it has since been approved in 36 countries. Millions of women 
world-wide have safely used mifepristone, including approximately 600,000 women in 
the United States. Mifepristone in conjunction with misoprostol is a safe and effective 
regimen for early medical abortion. Major complications associated with its use are rare. 
The FDA approved mifepristone based on extensive medical and scientific evidence. 

Since its approval, however, opponents of abortion have attempted to restrict women’s 
ability to access this safe and effective method for early abortion. 

Numerous allegations have been made that the FDA “fast-tracked” their review of 
mifepristone. The FDA approved mifepristone following more than four years of review, 
contrasting with a median 15.6 month approval time for all other new molecular entities 
approved in that year. The approval of mifepristone was not accelerated, nor did 
mifepristone bypass the standard review process for new medications. For the approval of 
mifepristone, the FDA invoked a provision known as “Subpart H,” which allows the 
FDA to establish a distribution system to assure safe use of certain drugs the agency has 
found to be effective. Subpart H was only invoked after the clinical trials had been 
concluded and an approvable letter had been issued. There has been a great deal of 
confusion over this provision as it has also been invoked for accelerated approvals in other 
contexts, such as with certain HIV and cancer treatments. The safety and efficacy of 
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mifepristone, however, was thoroughly reviewed during regular clinical trials, which were 
not accelerated or abbreviated. 

Since its approval by the FDA in 2000, there have been two revisions to the labeling for 
mifepristone, most recently in July 2005, in order to incorporate expanded safety 
information including precautions and warning signs for infection, ectopic pregnancy, 
and excessive bleeding. Corresponding patient education materials from the manufacturer 
have been amended to reflect these changes, and have been incorporated into NAF's 
educational materials. 

Six deaths in the United States have been reported in women following the use of 
mifepristone/misoprostol. One death reported following the use of mifepristone and 
misoprostol was due to a ruptured ectopic pregnancy. Ectopic pregnancy is a pre-existing 
condition not caused by the use of mifepristone and misoprostol, and these medications 
are not an effective treatment for ectopic pregnancy. Ectopic pregnancies develop outside 
of the uterus, usually in the fallopian tube, occur in 2% of all pregnancies, and are the 
most common cause of death in the first trimester of pregnancy. As an ectopic pregnancy 
grows, it damages the tube causing it to mpture (burst) and bleed. 

Reports of fatal infection in women using mifepristone/misoprostol are very rare. Four 
deaths have been attributed to sepsis following Clostridium sordellii infection and one 
death reportedly linked to another clostridial organism, Clostridium feifringens, is 
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currently under investigation. Clostridium sordellii is a species of bacteria that in very rare 
cases causes toxic shock that is rapidly fatal. Four of the confirmed cases of Clostridium 
sordellii have occurred in California. Very little is known about how or why Clostridium 
sordellii becomes lethal. Clostridium sordelliihss also been identified as a cause of death 
following childbirth, surgery, and trauma. 

The public health community is seriously studying the rise in clostridial disease. A 
second strain of bacteria, Clostridium difficile, has been responsible for hundreds of deaths 
in the United States. On May 11, the Centers for Disease Control, the Food and Drug 
Administration, and the National Institute of Allergy and Infectious Diseases held a 
scientific meeting on emerging clostridial disease in the United States. As advocates for 
women’s health, we are deeply concerned about the deaths of four women from 
Clostridium sordellii following medical abortion and the larger pattern of fatal infection 
among obstetric and gynecologic patients. 

NAF will work with public health officials as they develop resources and guidelines for 
preventing and treating clostridium infections. In reviewing the four cases following use 
of mifepristone, the FDA has not found a causal relationship between the Clostridium 
sordellii infections and either of the two drugs used in medical abortion, mifepristone and 
misoprostol, or their method of administration. The FDA tested batches of mifepristone 
and misoprostol and confirmed that they were not contaminated. Notably, clostridium 
bacteria are found in about 4-18% of healthy women and one estimate is that 1% of those 
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women carry the sordellii species. Scientists do not yet know what causes deadly toxins to 
be produced. 

Based on the medical and scientific evidence, mifepristone is a safe and effective way to 
terminate an early pregnancy. Mifepristone has been well accepted by patients and 
providers; approximately 600,000 American women have chosen mifepristone to end 
their pregnancies. Women choose mifepristone over surgical abortion for a variety of 
reasons. Many women choose medical abortion because it is noninvasive and may seem 
more natural and more private. Also, some women have conditions that may make 
medical abortion preferable such as vaginal scarring, large uterine fibroids, certain 
abnormalities of the utems or cervix, or obesity. 

As an organization representing health care providers and the women for whom they 
care, NAF is committed to ensuring the highest standards of medical care. We folly 
support scientific inquiry into the recent cases of Clostridium sordellii and Clostridium 
dijficile. Such investigations, however, should be based on medical and scientific 
evidence, not political agendas. Women deserve the best available health care options, 
including access to mifepristone, a method proven to be safe and effective for ending an 
early pregnancy. The withdrawal of mifepristone from the market or the imposition of 
medically unjustified restrictions on its use without sound scientific evidence would set a 
dangerous precedent for the regulation of health care in the United States. NAF urges 
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members of the Subcommittee to consider science rather than politics when debating this 
very important public health issue. 
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JUL 20 


Mr. Walter M. Weber 
Senior Litigation Counsel 
American Center for Law & Justice 
201 Maryland Avenue, N.E. 

Washington, D.C. 20002 

Dear Mr. Weber: 

We appreciate your interest in the Centers for Disease Control and Prevention’s (CDC) efforts to 
collect and publish maternal mortality statistics (including those related to abortion). CDC 
makes every effort to identify all such deaths and to present maternal mortality statistics using 
established scientific methods. 

'Fhe maternal mortality rate is computed as all maternal deaths per 100,000 live births. In 
contrast, the measure used for abortions is a case-fatality rate which is computed per 1 00,000 
legal abortions. These measures are conceptually different and are used by CDC for different 
public health purposes. 

CDC calculates the maternal mortality rate per 100,000 live births for tlie following reasons: 

L To maintain comparability in long term trends for the United States, Estimates of the 
number of pregnancies (including live births, miscarriages or stillbirths, and induced 
abortions) in the United States have been published only since the 1970s. 

2, The live birth component of the pregnancy estimates is highly reliable. Virtually all 
births are counted in every year. Estimates of all abortions are based on CDC’s 
abortion surveillance system, which relies on state abortion reporting systems. 
Estimates of stillbirths, ectopic pregnancies, and miscarriages are based on survey data 
and are subject to significant sampling error, particularly for smaller population 
subgroups. Estimates of stillbirths and miscarriages are based on pregnancy history 
data from the National Survey of Family Growth (HSFG). The NSFG Is conducted 
periodically, every 5 to 7 years. The data are subject to sampling error, particularly for 
smaller population subgroups. For infonnation on the estimation methodology, see 
www.cdc,gov/nchs/data/series/sr_21/sr21__056.pdf. 

3 . To maintain international comparability. Many other countries cannot adequately 
estimate the number of pregnancies, especially those in which abortion is illegal. 
Information on miscarriage and stillbirth also varies considerably in completeness. In 
the interest of international comparability, the World Health Organization has specified 
that the number of live births should be used for the denominator of the maternal 
mortality mte. 
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Page 2 - Mr. Walter M, Weber 


Adjusting the maternal inortality rate for gestational stage is not statistically feasible, because 
this requires data that are not currently completely available. Tlie Pregnancy Mortality 
Siin'eillance System (PMSS) relies primarily on death certificates which do not typically provide 
this information. Gestational age may be available for some maternal deaths in cases where 
linkage with otiter records (e.g., birth certificates, fetal death reports) is possible. Infonnation on 
gestational age for induced abortions is available in about 42 states or jurisdictions. 

CDC recognizes that despite efforts to count all maternal deaths (including those abortion-related) 
in the United States, some remain uncounted. The death itself is reported but accurate information 
on the cause may not be provided. CDC estimates that maternal deaths in general are 
underreported by 30 to 150 percent (see wwvv.cdc.gov/mmwr/preview/mmwrhtml/ss5202a 1 .htm). 
The nature of the surveillance systems make it difficult to obtain complete data. The PMSS 
compiles data from 50 states, tlie District of Columbia, and New York City. Abortion surveillance 
involves data from 47 states. District of Columbia, and New York City. These systems are 
voluntary (CDC does not provide remuneration for data) and rely primarily on death certificate 
data which may or may not provide information that indicates the death was maternal or abortion- 
related. In the case of deaths associated with induced abortion, CDC also uses searches of 
computerized print media databases (Lexis-Nexis) to identify additional cases. 

At CDC we are very committed to improving data collection systems and providing the most 
accurate and reliable data on all aspects of maternal and infant health. 1 hope this information is 
helpful. 


Sincerely, 



561 


April 30, 2004 


Tommy G, Thompson 
Secretary 

U.S. Department of Health and Human Services 
200 Independence Avenue, SW 
Washington, DC 20201 

Re: Abortion statistics and maternal health 

Dear Secretary Thompson: 

In the challenges to the federal partial birth abortion statute, as on many other occasions, the 
proponents of legalized abortion make the claim that abortion is safer for women than childbirth. 
There is very good reason to believe that this claim is false. However, a fair scientific examination 
of this claim is hindered by the way the Centers for Disease Control (CDC) maintains its relative 
maternal mortality statistics. 

I am writing to urge your office to direct a reassessment of the pertinent statistical measures. 
In short, the HHS should see to it that the American public -- and in particular, women 
contemplating the choice between abortion and continuing pregnancy - have a genuine basis for an 
honest and meaningful comparison of the relative risks. If, in the alternative, the CDC is unable to 
provide a basis for a true comparison, it should so state. 

The CDC has in the past reported maternal mortality as the “[n]umber of maternal deaths per 
1 00,000 live births.” See , e.g. . www.cdc.gov/epo/mmwr/preview/mmwrhtml/00054602.htm (Fig. 1 , 
footnote *) (Maternal Mortality ~ United States, 1982-1996). Abortion mortality, by contrast, is 
reported as the number of “[l]egal induced abortion-related deaths per 100,000 reported legal 
induced abortions.” See, e.g. . www.cdc.gov/mmwr/preview/mmwrhtml/ss5212al.htm (Table 19, 
footnote *) (Abortion Surveillance — United States, 2000). 


Here are some of the concerns with these statistics: 
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1. Denominator too small for maternal mortality rate 


V . not deaths per live birth . Stillbirths 
and miscarriages are fairly common occurrences.’ To count maternal deaths associated with 
miscarriages, for example, while not counting the pregnancies , improperly inflates the maternal 
mortality rate.^ 


2. No maternal mortality rate adjustment for gestational stage 


The relative risk of aborting versus continuing a pregnancy should reflect the prospective 
risks only, and not risks associated with stages of pregnancy already passed. For example, ectopic 
pregnancies cause a significant percentage of maternal deaths, and indeed are the leading cause of 
deaths in the first trimester. See , e.g. . www.cdc.gov/mmwr/preview/mmwrhtml/00035709.htm 
(Current Trends: Ectopic Pregnancy - United States, 1990-92). Obviously, a woman entering her 
second trimester faces zero risk of a first-trimester death from ectopic pregnancy, yet the 
undifferentiated CDC maternal mortality rate incorporates those first-trimester deaths. An abortion 
cannot eliminate risks that have already passed; only prosipective risks should enter into the 
comparison. 


3. Underreporting of abortion-related deaths 


A true statistical comparison of the risks of death from abortion versus continued pregnancy 
is impossible if the statistics are inaccurate. Thus, the apparently common failure to report abortion- 
related deaths, see www.afterabortion.org/PAR/V8/n2/abortiondeaths.html (“The Cover-Up: Why 
U.S. Abortion Mortality Statistics Are Meaningless”), underestimates the abortion mortality rate. 
The same problem would apply to any underreporting of other maternal deaths. (And, of course, 

' See , e.g. . www.cdc.gov/nchs/releases/OOfacts/trends.htm (“6 million-plus pregnancies in 
1996 in the U.S. resulted in 3.9 million births, 1.3 million induced abortions and almost a million 
fetal deaths,” i.e., “16 percent [ended] in a miscarriage or stillbirth”). 

^Of course, live births should be counted only once for each labor, regardless of whether the 
woman bears at one time a single child, twins, triplets, or a greater number. 
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abortion-related deaths must be excluded from the maternal mortality rate if any comparison is to be 
made. Counting abortion deaths as maternal deaths as well - or instead - stacks the deck against 
childbearing and in favor of abortion.) 

4. Disregard of non-immediate deaths 

Recent studies indicate tliat abortion is associated with an increased rate of short-term and 
long-term maternal death. See www.aflerabortion.org/physica.html (“A list of Major Physical 
Sequelae Related to Abortion”). A fair comparison of abortion with continued childbearing, like a 
fair comparison of smoking with nonsmoking, would take into account all such statistically 
significant increased death risks. 


rt * * 

Women choose or decline abortions for many different reasons, and the decision for many 
may represent a complex balance of multiple considerations. It is a grave disservice to withhold 
from women the information needed for a genuine comparison between abortion mortality and the 
risk of mortality from continuing the pregnancy. Such information may be decisive for many 
women. Moreover, abortion businesses, which have profit motives for women to choose abortion, 
cannot be relied upon to present the fall picture. Indeed, such businesses may be using statistics — 
despite the flaws described above - to help sell abortion to trusting lay women. Cf. 
www.abortion.com/questions.html (claiming that “statistically, childbirth is far more dangerous than 
abortion”). 

I strongly urge you to direct the CDC to make all necessary adjustments to its preparation 
and presentation of statistical data to allow for an honest, unbiased comparison of the relative risks 
of abortion and continuing pregnancy. 


Very truly yours. 


Walter M. Weber 
Senior Litigation Counsel 


WMW:fd 


cc: Timothy Goeglein 

Terrell Halaska 
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EARLY PREGNANCY TERMINATION WITH MIFEPRISTONE AND MISOPROSTOL 
IN THE UNITED STATES 

iRViNG M. Spitz, M.D., D.Sc., C. Wayne Bardin, M.D., Lauri Benton, M.D., and Ann Robbins, Ph.D. 


Abstract 

Background Mifepristone and a prostaglandin 
have been used successfully to terminate pregnancy 
in Europe and China. We report the results of a large 
U.S. study of mifepristone and misoprostol in wom- 
en with pregnancies of up to nine weeks' duration. 

Methods We administered 600 mg of mifepristone 
and then 400 mQ misoprostol two days later to 
2121 women seeking termination of their pregnan- 
cies at 17 centers. The women were observed for 
four hours after the administration of misoprostol 
and returned on day 15 for final assessment. 

Results Two thousand fifteen women completed 
the final assessment. Among them, pregnancy was 
terminated in 762 of the 827 women pregnant for 
«49 days (92 percent), 563 of the 678 women preg- 
nant for 50 to 56 days (83 percent), and 395 of the 
510 women pregnant for 57 to 63 days (77 percent) 
(P<0.001). Termination occurred within 4 hours after 
the administration of misoprostol in 49 percent of 
the women and within 24 hours In 75 percent. Fail- 
ures, defined as cases requiring surgical intervention 
for medical reasons or because the patient request- 
ed it, the abortion was incomplete, or the pregnancy 
was ongoing, increased with increasing duration of 
pregnancy. The largest increase was in failures rep- 
resenting ongoing pregnancy, which increased from 
1 percent in the «49-days group to 9 percent in the 
57-to-63-days group (P<0.001). Abdominal pain, nau- 
sea, vomiting, diarrhea, and vaginal bleeding also in- 
creased with advancing gestational age. Two percent 
of the women in the =s49-days group, as compared 
with 4 percent in each of the other two groups, were 
hospitalized, underwent surgical intervention, and 
received intravenous fluids (P = 0.008). 

Conclusions This mifepristone-misoprostol regi- 
men is effective in terminating pregnancies, espe- 
cially in women with pregnancies of 49 days' dura- 
tion or less. (N Engl J Med 1998;338:1241-7.) 

©1998, Massachusetts Medical Society. 


T he antiprogestin mifepristone {RU 486) 
causes abortion by competitively blocking 
progesterone receptors.^ -’* For maximal ef- 
fectiveness, a prostaglandin should be giv- 
en 48 hours after mifepristone. The rates of 
termination of pregnancies 49 days old or less are 
similar, ranging from 96 to 99 percent, whether 
mifepristone is used with gemeprost or misoprostol, 
both prostaglandin Ej compounds.i-^-s-T Gemeprost 
is expensive, requires refrigeration, and is not widely 
available, but misoprostol is inexpensive, stable at 
room temperature, and obtainable in many coun- 
tries, including the United States. 

Many American women do not have access to 
abortion/ and in developing countries up to 200,000 
women die annually of complications after illegal 
abortions.’ The availability of medical abortion in 
the United States and elsewhere could lead to great- 
er access to safer abortion services. We conducted a 
multicentcr trial of mifepristone and misoprostol to 
determine whether this combination could be used 
to terminate pregnancies of up to 63 days’ duration. 

METHODS 

Participating Centers 

From September 1994 to September 1995, we enrolled 2121 
women, each with a documented pregnancy of 63 days’ duration 
or less, requesting termination of pregnancy. Women with liver, 
respiratory, renal, adrenal, or cardiovascular disease, thromboem- 
bolism, h^Kirtension, anemia, insulin-dependent diabetes melli- 
tus, coagulopatliy, or known allergy to prostaglandins were ex- 
cluded, as were women less than 18 years of age or those more 
than 35 years of age who smoked more than 10 cigarettes per day 
and had another cardiovascular risk factor. Women were also ex- 
cluded if they had in .situ intrauterine devices, were breast-feed- 


From the Center for Biomedical Research, Population Council, 1230 
York Aw., New Yoik, NY 1.0021, where reprint requests should be ad- 
dressed to Dr. Robbins. 

The principal investigators and centers participating in the study are list- 
ed in the Appendix. 
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ing, were receiving anticoagulation or long-term glucocorticoid 
therap)', had adnexal masses, had ectopic pregnancies, or had 
signs or symptoms suggesting the)' might abort sponrarteously. 
All the women agreed to undergo surgical termination of preg- 
nancy if the medical method failed, Among the 2121 women, 
915 were enrolled at eight Planned Parenthood clinics, 538 at 
four university-hospital clinics, and 668 at five free-standing abor- 
tion clinics. The protocol was approved by the human investiga- 
tional review board at each participating institution, and all the 
women gave informed consent. 

Study Design 

Pregnancy was measured from the first day of the last menstrual 
period according to menstrual history, pelvic examination, and 
vaginal ultrasonography. On the basis of the investigator^ final 
assessment of these three measures, the women were assigned to 
the following arbitrarily defined gestational-age groups: tlic =s49- 
days group (859 women); the 50-to-56-days group (722); and 
the 57 io-63-days group (540), 

Three clinic visits were sciieciuied. At visit 1 {day I), the \vx>m- 
en were assessed clinically and took 600 mg of mifepristone oral- 
ly. At visit 2 (day 3), they rook 400 /xg of misc^rostoi orally un- 
less a complete abortion had already occurred. After taking 
misopiX)sto!, the svomen were monitored for four hours for ad- 
verse evxints, such as nausea, vomiting, diarrhea, and abdomind 
pain. These events were rated by the women and reconied as mild 
(felt but easily tolerated), moderate (uncomfortable enough to 
interfere with usual activity), or severe (incapacitating, preventing 
usual activity). Vaginal bleeding was recorded on a diary card and 
rated by each woman on days 1 through 15 of the study as spot- 
ting (less than normal menstrual bleeding), normal (similar to 
normal menstrual bleeding), or heav)' (more than normal meiv 
strual flow). During this period, the women were also monitored 
for expulsion of the concepius. At visit 3 (day 15), the treatment 
outcome was assessed, 

Efficacy was defined as the termination of pregnancy with com- 
plete expulsion of the conceptus without the need for a surgical 
procedure. The need for a surgical procedure (cither vacuum as- 
piration or dilation and curettage) constituted a failure, and such 
a procedure was perfornted at any time if the investigator believed 
there was a threat to a woman’s health (medically indicated), at a 
womans request, or at the end of the study for an ongoing preg- 
nancy or incomplete abortion. Follow-up was extended beyond 
visit 3 if there was uncertainty' about the completeness of the 
abortion or if bleeding persisted. 

A total of 106 women were excluded from the efficacy analysis 
because they did not return for visit 3. Evidence sugj^sting a suc- 
cessful outcome was available for 92 of these women, and evi- 
dence of failure for 1. llie remaining 13 women were lost to fol- 
low up; 5 had continuing pregnancies when last seen at visit 2. 
The analyses of efficacy therefore included 2015 women. 

Statistical Analysis 

Statistical analysis was performed with the uj* of vStatistical 
Analysis System software (SAS Institute, Cary, N.C.). One-way 
analysis of variance and Kruskal-Wallis tests were used to compare 
mean values in the gestational-age groups, and Ptarson’s chi- 
square tests were used to compare the distributions of categorical 
variables. Fisher’s exact test was u.sed to compare rates in the ges- 
tational-age group.s. Stepwise logistic-regression analysis was used 
to evaluate the relation between success or failure and various 
base-line patient characteristics; the significance level required for 
a variable to stay in the model was 0,10. All statistical tests were 
two-tailed. 

RESULTS 

There were 859 women in the =^49-days group, 
722 in the 50-to-56-days group, and 540 in the 57- 
to-63-days group. The three groups were similar 


with respect to age (mean, 27 years; range, 18 to 
45), gravidity, parity, number of spontaneous or 
pretdous elective abortions, and ethnic or racial dis- 
tribution (white, 71 percent; black, 15 percent; His- 
panic, 9 percent; Asian, 5 percent). Seventy-three 
percent of the women had had previous pregnancies, 
51 percent elective abortions, and 15 percent spon- 
taneous abortions. 

Efficacy 

Among the 2015 women who returned for the 
third visit, the rates of pregnancy termination were 
92 percent in the <49'days group, 83 percent in the 
50-to-56-days group, and 77 percent in the 57-to- 
63-days group (P<0.001) (Table 1). Of the 59 wom- 
en who did not receive misoprostol, 56 had termi- 
nation of their pregnancies after mifepristone alone. 
In the remaining three women, it subsequently be- 
came apparent that their pregnancies had not been 
terminated after mifepristone and they should have 
been given misoprostol; they later underwent surgi- 
cal termination. The rate of termination after mife- 
pristone alone also decreased significantly with in- 
creasing gestational age, from 5 percent to 0.8 percent 
(Table 1). 

The rates of incomplete abortion were 8 percent 
in the 50-to-56-days group and 7 percent in the 57- 
to-63-days group, as compared with 5 percent in the 
«49-days group (Tabic 1). The failures for all other 
reasons were significantly higher in both the 50-to- 
56- and 57-ro-63-days groups than in the ^49-days 
group. The largest increase was in failures represent- 
ing ongoing pregnancy, which rose from 1 percent 
in the «49-days group to 9 percent in the 57-to-63- 
days group. Ninety percent of the surgical termina- 
tions performed for medical reasons were for vaginal 
bleeding. A patient’s request was the reason least of- 
ten cited for surgical termination. 

Although the study design called for analysis ac- 
cording to the three discrete gestational-age groups, 
there was in feet a steady decline in the frequency of 
termination of pregnancy with increasing duration 
of gestation (Fig. 1). Logistic-regression analysis in- 
dicated that the rates decreased with increasing ges- 
tational age, from more than 95 percent before day 
40 to less than 90 percent after day 47 and to less 
than 80 percent after day 59. The only other fector 
that was related to outcome was the number of pre- 
\nious elective abortions (Fig. 1); the termination 
rates were higher for women with no previous abor- 
tions than for those with previous abortions. The 
differences in rates were less than 2 percent up to day 
35, 2 to 3 percent from days 36 to 42, 3 to 4 percent 
from days 43 to 48, 4 to 6 percent from days 49 to 
55, and 6 to 10 percent from days 56 to 63. The 
outcomes were unrelated to other base-line charac- 
teristics, including age, race, body weight, gravidity, 
and previous spontaneous abortions. 
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Table 1. Results or MiFEPRisroNE and Misoprostoi. 
iN Women Seeking Termination of Pregnangy. 


i^QMNT 

ntEGNANT 

F^gnant 


«49 Days 

50 TO 56 Days 

57 TO 63 Days 

Outcome 


(N=67e) 

{N=S10) 


number {percent {95% confidence interval]) 

Succe.ss 

762 (92 [90-94]) 

563 (83 [80-86])* 

395 (77[74-81])*t 

Alter mifepristone alone 

40(5) 

12 (2)t 

4(0.8)* 

Failure (need for sutpeal incer- 
vention) 

Medical indication for inter- 

13(2) 

26 m 

21 m 

veiition 

Patient’s request for intervention 

5 (0.6) 

13(2) 


Incomplete abortion 

39 (5) 

51(8)t 

12 (2)t 

Onsoinp precnanev 

8(1) 

25 (4)* 

36 (7) 

Total 

65 (8) 

115 (17)* 

46 (9)*§ 

115 (23)*t 


’l’<0.001 for the comparison swth the ^49-days group. 

^P = 0.02 for the comparison with the SO-to- 56-days groiy. 
t0,0Ol«P<0.03 for the comparison with the «49-days group. 
§P<0.001 for the comparison with the 50-K>-56-days group. 


Complete expulsion of the conceptus occurred 
before the administration of misoprostol in 76 wom- 
en (4 percent). This group included the 56 women 
who received only mifepristone and an additional 20 
women who received misoprostol because their ex- 
pulsion status was considered uncertain at the be- 
ginning of visit 2. It was subsequently determined 
that these 20 women had had complete expulsions 
before they took misoprostol. During the four hours 
of observation after the administration of misopros- 
tol, 49 percent of the women expelled the concep- 
tus, and during the fifth hour an additional 11 per- 
cent expelled the conceptus. By 24 hours after 
misoprostol administration, 75 percent of the wom- 
en had expelled the conceptus (Fig. 2). 

Vagina! Bleeding 

Vaginal bleeding is a natural consequence of the 
abortion process, and it occurred in ail the women 
whose pregnancies were terminated medically. Hie 
median duration of bleeding or spotting was 13 days 
in the ^49-days group and 15 days in the other two 
groups (P<0.001). The proportions of women who 
reported hcav)? bleeding did not differ significantly 
in the three groups, were highest on day 3, and then 
decreased steadily. By day 15, 77 percent of all re- 
ported bleeding was considered spotting (Fig. 3). 
Nine percent of the women reported some t>'pc of 
bleeding after 30 days, and 1 percent after 60 days. 

Excessive bleeding necessitated blood transfusions 
in four women and accounted for 25 of 27 hospital- 
izations (including emergency-room visits), 56 of 59 
surgical interventions, and 22 of 49 administrations 
of intravenous fluid. Hospitalizations, surgical inter- 



28 35 42 49 56 63 


Gestational Age (days) 


Figure 1. Logistic-Regression Analysis of the Predicted Proba- 
bility of Successftjl Pregnancy Termination, According to the 
Duration of Pregnancy for Ail the Women and for the Women 
Who Had and Those Who Had Not Had Previous Eiective Abor- 
tions. 


ventions, and intravenous- fluid administration were 
reported for 2 percent of the women in the ^49-days 
group and for 4 percent of those in each of the other 
groups (P = 0.008). Bleeding was managed by the 
administration of uterotonic agents, such as oxyto- 
cin, methylergonovine, or vasopressin, in 41 women 
(5 percent) in the «49-days group, 50 (7 percent) in 
the 50-to-56-days group, and 55 (10 percent) in the 
57-to-63-days group (P<0.001). 

Other Adverse Events 

Almost all the women (99 percent) reported at 
least one adverse event during the study period (Ta- 
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Rgure 2. Times of Expulsion of the Conceptuses in 1720 Women with Successful Termination of Their Pregnancies. 

The women received mifepristone ai visit 1 and misoprostol two days later (visit 2). "Uncertain" indicates that expulsion occurred 
within the first 24 hours after misoprostol was given, but the exact time was not known. "Unknown" indicates that expulsion oc- 
curred more than 24 hours after misoprostol was given, but the exact time was not known. 


bk 2). Nearly ail had abdominal pain; its overall in- 
cidence did not differ among the three groups. 
However, 53 percent of the women in the 50-to- 56- 
days group and 54 percent in the 57-to-63-days 
group had abdominal pain reported a.s severe, as 
compared with 43 percent in the 5S49-days group 
(P<0.001). Sixty-eight percent of the women re- 
ceived at least one medication for abdominal pain 
(usually acetaminophen), and 29 percent also re- 
ceived opiates (usually acetaminophen with hydro- 
codone or codeine). The women in the 50-to-56- 
and 57-to-63-days groups received significantly more 
analgesia and opiates than the women in the ^49- 
days group (P<0.001). Abdominal pain resulted in 
one hospitalization and was the reason for two med- 
ically indicated surgical interventions. 

As compared with the ^49-days group, the 50-to- 
56- and 57'to-63-days groups had significantly more 
nausea and vomiting, and diarrhea was more fire- 
quent in the 57-to-63-days group. The overall per- 
centages of events reported as severe were 3 percent 
for diarrhea, 10 percent for vomiting, and 20 percent 
for nausea. Medications for these adverse events were 
taken by 1 percent, 4 percent, and 19 percent of the 
women, respectively, with no differences among the 
gestational-age groups. Severe vomiting resulted in 
one hospitalization and was the reason for one med- 
ically indicated surgical intervention. 


In the four-hour observation period after the ad- 
ministration of misoprostol, the number of adverse 
events and the percentage classified a.s severe were 
similar to those reported during the entire study pe- 
riod. During these four hours, nausea (P<0.001) 
and vomiting (P<0.001) were significantly more fre- 
quent in the 50-to-56- and 57-to-63-days groups 
than in the ^49-days group, and abdominal pain 
(P = 0.009) and diarrhea (P=0.006) were more se- 
vere in the 57-to-63-days group. 

The frequency of adverse events declined signifi- 
cantly with increasing gravidity and parity (Table 2). 
Nulliparous women received significantly more anal- 
gesia (P<0.001), opiate analgesia (P<0,001), and 
medications for nausea (P<0.001) and diarrhea (P< 
0.001) than parous women. Chronologic age was 
not consistently related to the frequency of adverse 
events. 

Other adverse events reported included headache 
(32 percent); dizziness, encompassing light-headed- 
ness and faintness (12 percent); back pain and fetigue 
(9 percent each); fever, vaginitis, and viral infections 
(4 percent each); rigors and dyspepsia (3 percent 
each); and asthenia, leg pain, anxiety, insomnia, ane- 
mia, syncope, leukorrhea, and sinusitis (2 percent 
each). Endometritis occurred in 19 women; it was 
considered study-related in 10, in 1 of whom it was 
^ere. 


1244 • April 30, 1998 

Downloaded from www.n^.c»'g tiy Oiristc^^ Gacek on May 14, 2003. 
For personal use only. No ottier uses vwthout permission. All rights reserved. 



568 


EARLY PREGNANCY TERMINATION WITH MIFEPRISTONE AND MISOPROS TOL IN THE U NIT ED STAT ES 


□ Spotting H Normal S Heavy 



Figure 3. Types of Vaginal Bleeding as Recorded by the Women from Day 1 (Administration of Mife- 
pristone) to Day 15. 

The data are from 1506 women who did not undergo surgical termination of pregnancy and who re- 
corded the types of bleeding they had from study day 1 to day 15 on menstruai-diary cards. Bleeding 
was characterized as spotting, as similar to normal menstrual bleeding (normal), or as heavier than 
normal menstrual bleeding (heavy). 


Table 2. Incidences of Abdominal Pain, Nausea, Vomiting, and Diarrhea 
According to Gest.ational Group, GR.\viDrnr, and Parity. 


Variabu 

No. OF 
Women 

ASDOMmAl 

Pain 

Nausea 

VOMITINC 

Diarrwa 




number Ipercent) 


Gestational group 

sS49 days 

859 

827 (96) 

528 (61) 

222 (26) 

174 (20) 

50 K) 56 days 

722 

704 (98) 

512 (71)* 

277(38)* 

169 (23) 

57 to 63 days 

540 

529 (98) 

388 ( 72)* 

220 (41)* 

142 (26)t 

Gravidity 

1 

568 

555 (98) 

395 (70)t 

236 (42)t 

148 (26)t 

2 

527 

519 (98)f 

378 (72)t 

205 {39)t 

131 {25)t 


1026 

986 (96) 

655 (64) 

278 (27) 

206 (20) 

Parity 

0 

1163 

1143 (98) 

827 (71) 

473 (41) 

295 (25) 

1 

449 

432 (96)§ 

280 (62 )§ 

132 (29)§ 

94 (21) 

32 

509 

485 {%)§ 

321 (63)§ 

114{22)§ 

96(19)§ 


*P<0,OOi for the comparison with the ’649-days group (by Fisher’s exact test). 
fP® O.Ol for the comparison with the «49-day5 group (by Fisher’s exact test). 
t0.001«P60.03 for the ctmiparison with the wotko wiio had had three or more pregnancies (by 
Fisher’s exact test). 

§0.001 6P60-004 for the comparist»t with thc\w)men who had had no children (by Fisher’s exact 
test). 
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DISCUSSION 

In this large, multiccnter U.S. trial, the success of 
medical termination of pregnancy decreased gradu- 
ally with advancing gestational age. We confirmed 
the international experience that mifepristone and 
misoprostol can terminate pregnancies of up to 49 
days’ duration, although the success rate was lower 
than previously described. noted in other 
coiintries,^^ this lower success rate may be related to 
the lack of experience with medical abortion in the 
United States as well as to the design of our study. 
We considered the need for surgical intervention on 
day 15 as representing failure, but abortion might 
have occurred later.'^'^*^ Also, a surgical termination 
performed at the woman’s request was classified as a 
failure instead of being excluded from the efficacy' 
analysis.io>*2,i3 Unexpectedly, success was also less fre- 
quent among women who had previous elective 
abortions. Although the reason is unknown, this fac- 
tor could also have contributed to die differences, 
because 51 percent of the women in our study had 
had previous elective abortions, as compared with 
25 to 27 percent in two British studies.^2,13 

Efficacy decreased after 49 days’ gestation. A sim- 
ilar trend has previously been reported with miso- 
prostol but not with gemeprost.*® Thus, die lower 
success rates later in gestation are probably related 
to the prostaglandin component of the regimen. 
Such lower rates were not found when misoprostol 
was given by the vaginal route, presumably be- 
cause of greater tissue bioavailability.^* Higher doses 
of oral misoprostol increase uterine contractility'’ 
and arc also associated with improved results."''2-'5 
Efficacy is not, however, related to differences in 
the dose of mifepristone, and similarly good results 
have been reported with single doses as low as 200 

ing.ii.,14,20 

The incidence of adverse events rose with the du- 
ration of pregnancy.^’'®*'^ These events included both 
subjective symptoms {abdominal pain, nausea, and 
vomiting) and more objective markers (hospitaliza- 
dons and surgical interventions), The majority of 
hospitalizations and surgical interventions were for 
vaginal bleeding. With advancing pregnancy, the du- 
ration of bleeding increased, as did the administra- 
tion of utcrotonic drugs and intravenous fluids. De- 
spite the increases in the numbers of failures and 
adverse events, the majority of the women in this 
study reported that they were satisfied wth their 
medical abortions, regardless of whether the out- 
come was successful (Winikoff B, et al.: unpublished 
data). 

One drawback of this method of pregnancy termi- 
nation is the inconvenience of the four-hour clinic 
stay after the administration of misoprostol. In its fe- 
vor is the fact that many adverse events, including 
those rated as severe, occurred during this period, as 


did almost half the expulsions, and some women 
may prefer to be in the clinic during these events. 
Moreover, in the women with pregnancies of longer 
duration, the majority of the hospitalizations or sur- 
gical interventions occurred on day 3, whereas in the 
women with pregnancies of shorter duration, these 
events were evenly distributed throughout the 15- 
day study period. Thus, the four-hour visit may be 
most appropriate for women with pregnancies of 
longer duration. Nonetheless, on the basis of the re- 
sults of a small study, mifepristone combined with 
home application of vaginal misoprostol is a safe al- 
ternative in women with pregnancies of up to 56 
days’ duration.’^ 

Careful medical fbllow-up is essential to ensure that 
surgical termination is performed in cases of failed 
medical abortion. In this study, 5 percent of the 
women did not return for final confirmation of the 
outcomes of their pregnancies, and five of these wom- 
en had continuing pregnancies when last seen at visit 
2. The ultimate outcome of these pregnancies is un- 
known, despite our repeated attempts to contact the 
women. In other studies, the loss to follow-up has 
ranged from 3 to 11 percent.»'^''°-' 2 . 2 i Although mife- 
pristone is not teratogenic in. rats, mice, or mon- 
keys, 22.23 skull deformities attributed to uterine con- 
tractions occurred in rabbits. 2 ^ Misoprostol, on the 
other hand, has been reported to be teratogenic in 

humans.25.26 

Recently, other methods of medical abortion have 
been evaluated. Oral misoprostol alone is not cffec- 
tive .'’-22 The efficacy of vaginal misoprostol in the 
first trimester varies widely, from 47 to 94 per- 
cent, 2»>29 but it is highly effective in the second tri- 
mcster.2® Success rates with methotrexate and vagi- 
nal misoprostol range from 83 to 98 pcrcent.^'-^s 
compared with mifepristone, this latter regimen has 
the advantage of being an effective treatment for ec- 
topic pregnancy.^*' However, misoprostol has to be 
given three to seven days after methotrexate, de- 
laying the abortion process.^s Unlike mifepristone, 
methotrexate is cytotoxic to proliferating trophoblast 
tissue, and persisting pregnancies may represent a 
greater teratogenic risk.2''>22,.33,35 

In conclusion, the regimen of mifepristone and 
misoprostol is safe and effective for women seeking 
medical abortions of pregnancies of 49 days’ dura- 
tion or less. With longer durations of pregnancy, the 
regimen is less effective and the incidence of adverse 
events is higher. 
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APPENDIX 

The participating pruacipal investigators and their associated centcre are 
listed below (at the investigator’s request, Planned I^rcnihood of Greater 
Boston is listed by center only); 

P Blumenthal, Johns Elopkins Ba^wiesv Medical Center, Baltimore; L. 
Borgatta, Planned Parenthood of Westchester and Rtx-kiand, White Plains, 
N-Y-; M.D. Creinin, University of Pittsburgh, Pittsburgh; C.L. Dean, 
Wasliington University School of Medicine, St. Louis.; S. HaskeU, Planned 
Parenllaood of Greater Iowa, Des Moines; T.C. Malloy, Feminist Women’s 
Health Center, Atlanta; D.R. Mishcil, Jr., Uni'i'ersity ofStiuth«n California 
School of Medicine, Los Angeles; M. Nichols and E. Ncwhail, Oregon 
Health Sciences University, Portland; Planned Parenthood Clinic rrf Great- 
er Boston, Bo.ston; A.N, Poindexter, Planned Parenthood of Housichi and 
Southeast Texas, Houston; S.T. Poppema, Aurora Medical Services, Seattle; 
E. Rothenberg, Plaiuied Parenthood of Central New Jersey, Shrewsbury; 
K.L. Sheehan, Planned Parenthood of San Diego and Riverside Counties, 
San Diego, Calif; L Sogor, Preterm, Cleveland; J. Tyson. Planned I^reni- 
hood of Northern New' England, Burlington, Vt.; P Vargas, Hanacd Par- 
enthood of the Rocky Mountains, Denver; and C. WesthofF, Columbia 
Universit)' College of Physicians and Surgeons, New ferk. 
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Doubt is not a pleasant condition, but certainty is absurd. 


— ^Voltaire 


A newly described, rare, lethal entity that 
affects previously healthy young people 
and has no known prevention or treat- 
ment constitutes a true public health 
nightmare. It also excites public attention 
and demands for action. The review of 
Clostridium sordellii infections by Aldape 
et al. [1] in this issue of Clinical Infectious 
Diseases tells the beginning of an infectious 
disease story to which epidemiology and 
clinical medicine have not yet written an 
ending. 

The organism C. sordellii is an uncom- 
mon human pathogen, although it has 
been more thoroughly described in vet- 
erinary medicine. Recently, several do 2 en 
cases of human infection have been re- 
ported. The number of cases in the lit- 
erature has accumulated more rapidly in 
recent years, suggesting that this condi- 
tion, like other rare diseases, is more likely 
to be identified when knowledge of the 
syndrome is more widely disseminated. 

Perhaps the most dramatic of the cases 
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described are those that involved previ- 
ously healthy young women who succumb 
to this infection after an obstetric event. 
Indeed, the cases reported after childbirth, 
miscarrit^e, and abortion have been al- 
most uniformly fatal. Furthermore, fatu- 
ities due to C. sordellii toxic shock syn- 
drome in conjunction with medical 
abortion, occurring exclusively in the 
United States, ensured that the name of 
this previously unfamiliar pathogen would 
find a place on the front pages of national 
newspapers and become a part of the 
“abortion wars” in the halls of Congress. 

Thus, there has been some urgency to 
have credible scientific wisdom to provide 
the public with answers about where this 
infection comes from, why it happens, and 
what we can do to prevent and/or cure it. 
Unfortunately, as Aldape et al. [1] make 
clear, we have few answers to offer. With 
incomplete knowledge, the field has been 
wide open to speculation and rumor. 

With respect to the occurrence of C. 
sordeUii-Telated fatalities after abortion us- 
ing mifeprktone and misoprostol, 6 po- 
tential theories for understanding causality 
and for preventing the disease have been 
put forward: (I) the pills were contami- 
nated; (2) there has been some kind of 
mutation in the or^nism that accounts 
for the occurrence of these cases now and 


not elsewhere or previously; (3) mifepri- 
stone depresses the immune system, thus 
setting the stage for this infection; (4) the 
use of vaginal misoprostol allows women 
with existing vaginal colonization with C. 
sordclliiXo develop systemic illness; (5) the 
vaginal insertion, by women themselves, 
of misoprostol introduces contamination 
with C sordellii into the vagina; and (6) 
the use of prophylactic antibiotics in sur- 
gical abortion procedures may account for 
the absence of such cases after surgical 
abortion and may be presumed also to be 
able to prevent thi.s infection after medical 
abortion. 

As noted by Aldape et al. [1], tests of 
the lots of pOls used by the affected women 
yielded negative results, putting this hy- 
pothesis to rest. A new variant of the or- 
ganism is possible and is consistent, per- 
haps, with apparent changes in the 
virulence of the related organism, Clos- 
tridium dijficile. Such a change may also 
be consistent with the geographic speci- 
ficity of these cases to North America — 
and, specifically with regard to the United 
States, to California [2). But it does not 
explain any particular relationship to 
medical abortion. 

Studies of animals revealing immune 
system effects of mifepristone have been 
cited, along with fairly elaborate hypo- 
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theticai (but as yet unobserved) clinical 
pathways by which mifepristone might af- 
fect the immune system in humans. On 
the other hand, there are several larger- 
picture facts that seem to speak against the 
importance of this theory. In the first 
place, the drug is given as a one-time 200- 
mg dose for abortion. Yet, in experimental 
long-term use for chronic disej^es (e.g., 
meningioma, fibroids, and ovarian can- 
cer), no such infections have been re- 
corded. Furthermore, in Europe, where 
the drug has been in tise since 1988, the 
usual dose has been 600 mg (3 times the 
dose in the United States), but no cases 
of C. sordellii toxic shock have been re- 
ported there. In addition, none of the 
women who died of C sordellii toxic shock 
after childbirth or spontaneous abortion 
had received any mifepristone at all. And 
finally, it is hard to imagine a biological 
effect in which a drug-induced alteration 
of the immune system would result in the 
appearance of only 1 specific infection at 
a rate of -0.7 cases per 100,000 users and 
no other immune effects. 

Vaginal use of the misoprostol has also 
been suggested as a potential causal factor 
in these events. But with respect to medical 
abortion, it is not surprising that the 4 
women in the United States who devel- 
oped this condition after medical abortion 
had used misoprostol vaginaliy, because 
almost ail use of mifepristone in the 
United States through mid-2006 involved 
vaginal misoprostol. If we apply the esti- 
mate that 0.1%~0.5% of women may be 
carriers of this organism [3, 4] to the fact 
that >600,000 US women have tmdergone 
medical abortions, most of which involved 
vaginal misoprostol, it suggests that some- 
where between 600 and 3000 women 
would have used the medication in the 
presence of vaginal colonization with C. 
sordellii. However, only 4 infections have 
occurred in the United States, and because 
the infections are uniformly fatal, in the 
context of hypervigilance about abortion 
events, we can be quite certain that this 
number is accurate. 


Indeed, va^n^ use of misoprostol has 
been standard in the United Kingdom, 
Sweden, and South Africa, and no c^s 
of C. sordeUii toxic shock have been re- 
ported from those countries. As a matter 
of fact, a review of all infections after var- 
ious regimens of medical abortion dem- 
onstrated that infection generally occurred 
very infi'equently but reported more 
frequently in studies from the United 
Kingdom than in studies from outside the 
United Kingdom (including the United 
States) and was unrdated to the route of 
administration of misoprostol [5]. 

If women were introducing contami- 
nation into the vagina by self-application 
of the misoprostol in the United States, 
we would expect to see many more of the 
common infections that result from con- 
tamination by skin and fecal bacteria. Yet, 
such infections are rarely reported in con- 
junction with medical abortions in the 
United States, and as noted above, post- 
medical abortion infection has generally 
been a less common condition among pa- 
tients in US studies than among patients 
in studies from the United Kingdom, 
where health service providers (and not 
the women) insert the vaginal miso- 
prostol. 

Finally, there i,s no compelling evidence 
that prophylactic antibiotics would be ef- 
fective in preventing these medical disas- 
ters. Moreover, the antibiotic treatment 
would have to be applied (with ah the 
attendant risks of adverse effects) to 
—140,000 women who did not need treat- 
ment, to prevent 1 case of infection. In- 
deed, even considering the costs and risks 
of such mass treatment and the problems 
caused by overuse of antibiotic therapy 
generally, there are some clinicians who 
would be ready to proceed witii such pro- 
phylaxis. But other voices have been raised 
in alarm about this idea. As for clinical 
studies of the value of this ^proach, these 
appear to be out of the question logistically 
and financially. VSfith ^ch a rare event, 
estimates of the number of patients re- 
quired for an adequate clinical trial have 


ranged from 80,000 to weO over 100,000, 
depending on the assumptions made. 

A large natural experiment is now occur- 
ring in this country that may provide the best 
chance of learning more (although probably 
not definitive) mfoimation about some of 
these causal h)TX)theses. Until mid-2006, 
when almost all mifepristone abortions were 
accompanied by use of vaginal misoprostol, 
the rate of C. sordellii infection after medical 
abortion appearai to be -0.7 cases per 
100,000 procedures. In 2006, with a great deal 
of public attention to these deaths, some large 
clinic systems — including, notably, Planned 
Parenthood clinics — and many independent 
providers decided to stop asing misoprostol 
v^nally and to advise oral or buccal use of 
this medication after use of mifepristone. We 
wiH have to wait, perhaps many months or 
years, but eventually we may see whether this 
change in practice is accompanied by any 
measurable change in the rate of these tragic 
deaths. And even if, with passage of time, 
there is a suggestion of some impact, we 
still will not have a complete explanation 
of this complex epidemiological and clin- 
ical situation. In the mean time, we will 
need to learn to live with our uncertain- 
ties and avoid the mistakes so easily 
caused by acting on assumptions and 
guesses rather than facts. 
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Clostridium sordellii infections pose difficult clinical challenges and are usually fatal. Most commonly, these 
infections occur after trauma, childbirth, and routine gynecolojpcal procedures, but they have recently been 
associated with medically induced abortions and injection drug use. We report 2 fatal cases, one of which was 
associated with minor trauma, and the other of which was associated with normal childbirth, and we summarize 
the clinical features of 43 additional cases of reported C sordellii infection. Of these 45 cases, 8 (18%) were 
associated with normal childbirth, 5 (11%) were associated with medically induced abortion, and 2 (0.4%) 
were associated with spontaneous abortion. The case-fatality rate was 100% in these groups. Ten (22%) of the 
C. sordellii infections occurred in injection drug users, and 50% of these patients died. Other cases of C 
sordellii infection (in 19 patients (43%]) occurred after trauma or surgery, mostly in healthy persons, and 
53% these patients died. Overall, the mortality rate was 69% (31 of 45 patients). Eighty-ftve percent of all 
patients with fatal cases died within 2-6 da>^ of initial infection, and nearly 80% of fatal cases developed 
leukemoid reactions. Rapid dia^ostic tests and unproved treatments are needed to reduced the morbidity 
and mortality associated with this devastating infection. 


INTRODUCTION, HISTORICAL 
PERSPECTIVE, MICROBIOLOGY 

Clostridium sordellii was first isolated in 1922 by the 
Argentinean microbiologist Alfredo SordeUi [Ij, who 
named it Bacillus oedematis sporogenes on the basis of 
its morphology and the marked tissue edema charac- 
teristic of infection. In 1927, the organism was renamed 
Bacillus sordellii [2]. Two years later, it was shown to 
be identical to Clostridium oedematoides [3, 4], and the 
name C sordellii was adopted. Similarities in mor- 
phology and biochemical profile suggested that C. sor- 
dellii was simply a virulent strain of Clostridium bifer- 
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mentans; however, urease production by C. sordellii 
clearly distinguished the 2 species [5]. In the late i970s, 
C. sordellii antitoxin was found to neutralize the cy- 
totoxic effect of stool specimens collected from patients 
with Clostridium dij^dle-associated pseudomembran- 
ous colitis [6-9] . It was later shown that virulent isolates 
from both species produced a common cytotoxin (see 
Pathogenesis). 

C sordellii is an anaerobic, gram-positive, spore- 
forming rod with peritrichous flagella. Colonies appear 
translucent to opaque with small zones of 0 hemolysis 
on sheep or rabbit blood agar. The organism is com- 
monly found in the soil and in the intestines of animals, 
including 0.5% of all humans [10). Many of the strains 
are nonpathogenic; however, virulent strains cause le- 
thal infections in several animal species, such as enteritis 
and enterotoxaemia in sheep and cattle [11-14] and 
myonecrosis and gangrene in humans (table 1). Viru- 
lence is attributed to numerous exotoxins, although 
only 2, the lethal and hemorrhagic toxins, have been 
extensively studied (see Pathogenesis). 
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Table 1. Summary of characteristics reported for Clostridium so^eliii infection. 


Patient 

AgeVsex 

Basis of infection 

Temperature, ®C 

WBC count, 
ce!ls/mm^ 

Refractory 

hypotension 

Other 

organisms 

isolated 

Outcome 

Reference 

1 

4/M 

Arm trauma 

: Afetxile 

41,200 

h. Yes 

Yes 

Died 

PR 

2 

39/F 

Childbirth 

37.2 

123,400 

Yes 

Yes 

Died 

PR 

3 

28/F 

Childbirth 

36.1 

84,200 

. Yes 

Yes 

Died 

[15! 

4 

23/F 

Childbirth 

35.8 

66,000 

Yes 

Yes 

Died 

[15] 

5 

23/F 

Childbirth 

Afebrile 

93.600 

Yes 

Yes 

Died 

[15] 

6^ 

29/F 

Childbirth 

Afebrile 

115,000 

Yes 

No 

Died 

[161 

7 

24/F 

Childbirth 

mi 

200,000 

Yes 

Yes 

Died 

[17! 

8 

24/F 

Childbirth 

38.7 

84.0)0 

Yes 

Yes 

Died 

[18! 

9 

40/F 

Childbirth 

Afebrile 

105,400 

Yes 

Yes 

Died 

[19] 

10 

18/F 

MIA 

Afebrile 

158,000 

Yes 

Yes 

Died 

I201 

11 

21/F 

MIA 

38.9 

na: 

Yes 

Yes 

Died 

[201 

12 

22/F 

MIA 

36.2 

120,200 

Yes 

Yes 

Died 

[20j 

13 

34/F 

MIA 

Afebrile 

87,600 

Yes 

Yes 

Died 

[20I 

14 

26/F 

MIA 

"Normal" 

20,000 

Yes 

Yes 

Died 

[21! 

15 

NA/F 

Spontaneous abortion 

NA : 

: NA 

NA . 

Yes 

Died 

[22] 

16 

NA/F 

Spontaneous abortion 

NA 

NA 

NA 

NA 

Died 

[22! 

17 . 

39/F 

Endometritis 

Afebrile 

19,000 

Yes 

No 

Died 

[23! 

18 

28/F 

Injection drug use 

37 

29,800 

NA 

Yes 

Died 

[24! 

19 " 

NA/M 

Injection drug use 

Afebrile 

58,800 

Yes 

NA 

Died 


20= 

47-57/NA 

Injection drug use 

36.1 

61,600 

Yes 

Yes 

Died 

[26! 

2lC:.;" 

47-57/NA 

Injection drug use 

36.1 

61 .600 

Yes 

No 

Died 

".::[ 2 e] ' 

22= 

47-57/NA 

injection drug use 

36.1 

61,600 

Yes 

Yes 

Died 

(261 


25-46/NA 

Injection drug use 

37.1 

32300 

No 

Yes 

Survived 

[26] ',.: 

24= 

25-45/NA 

Injection drug use 

37.1 

32,300 

No 

Yes 

Survived 

126] 

25= 

26-46/NA 

injection drug use 

37.1 

32,300 

No 

Yes 

.. Survived . 

1261 

26 

52/M 

Injection drug use 

38 

12,000 

No 

No 

Survived 

1241 

27“ ' 

. 37/M ■ 

■ Injection drug use 

38.2 

19,000 

No . 

No 

Survived 


28 

23/M 

Leg trauma 

38.4 

40,000 

Yes 

No 

Died 

[28] 


" "■ S17F/^': 

i.'/Spftrtissud.t^ar 

36.7 

19.000 

■■ ■ Yes. ' ■■ ■■ 


■ 


30 

37/M 

Foot trauma 

37 

9200 

No 

Yes 

Survived 

[30] 



A:Ha.nd tfauma ' 

37.5 

.13,000 

■ No 


■' Survived'" ■' 

"--■'■■■'■[31!. ■ 

32 

NA/F 

Hysterectomy 

41.1 

NA 

Yes 

Yes 

Died 

[321 

33"' 

■48/F : 

; Liydr..transpiamation 

39.4 

NA 

Yes 

' Yes.; 

! . Died 

■■■’';■/ TSai'-' 

34“ 

55/M 

Cystectomy 

39 

21,000 

Yes 

NA 

Died 

[34] 

35 : 1 ; : , 

■■■■ 23/M 

^ Tissue allograft 

NA 

NA 

' NA 

'/'No 

'".pied ■ 

[35j 

36 

33/M 

Ocular surgery 

NA 

NA 

No 

NA 

Survived 

(36) 

37i:'' 

17 days/F 

Omphalitis 

35.5 

^ 37.400 

NA 

Yes 

Died 

' 137] 

38“ 

61/M 

Endocarditis 

38.3 

12,700 

No 

No 

Survived 

[381 

39 “ 

NA 

Endocarditis 

NA 

NA 

NA 

NA 

Survived 

■ ..-tSS;:";' 

40'* 

NA 

Endocarditis 

NA 

NA 

NA 

NA 

Survived 

[39] 

A": 

T2/M 

Ear infection 

38.4 

10,900 

• No 

NA 

Survived 

[29] ■ 

42 

38/M 

Knee infection 

37.8 

9800 

No 

No 

Survived 

[40] 

43 

, 30/F 

Medicinal injection 

40 . 4 ; 

L; 58.200 

Yes 

Yes 

Died 

[41] 

44 

95/F 

Empyema 

36.6 

13,500 

NA 

Yes 

Died 

142] 

45 

55/M 

Empyema 

38,6 

-i;v::::'19,200 

No 

No 

Survived/:: 

. [43] 


NOTE. MIA. medically induced abortion; NA, not avaiiaWe; PR, present report. 

® Age is in years, unless otherwise indicated. 

^ Patient had bacteremia. 

Highest values were chosen from the temperature and WBC count ranges fKOWded ki 1261. 
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ILLUSTRATIVE CASE REPORTS 

Patient 1. A 4-year-old boy presented to the emergenqr de- 
partment after sustaining a closed transverse fracture of the i 
arm. Vital signs were normal, and the patient was afebrile. After f 
application of a long arm cast, the patient was discharged vdiile 
receiving acetaminophen with codeine. Within 24 h, severe pain 
and swelling in the affected arm and fingers prompted his 
hospital admission. Intravenous cefazolin therapy was com- 
menced, and the patient was taken to the operating room. 

Muscle compartment pressures were elevated, and musdw of 
the hand were “blackened.” After a volar fasciotomy of the 
superficial and deep compartments of the left forearm, the arm 
was dressed and fixed with an external splint. Tissues samples 
were sent for culture. Postoperatively, the patient remained 
afebrile, with a blood pressure of 128/82 mm Hg, but the pulse 
increased to 150 beats/min. Color returned to his fingers, and 
the patient was able to wave them to his mother. 

Twelve h after surgery, the patient’s pulse increased to 164 
beats/min, and his blood pressure decreased to 108/60 mm Hg, 
but he remained afebrile. The left forearm became grossly swol- 
len, and both lower extremities were cool. Intravenous van- 
comycin treatment was started. The WBC count was 31,900 
cells/mm-' (figure 1), with 77% segmented neutrophils, 6% 
bands, 12% lymphocytes, and 5% monocytes; the hematocrit 
was 42.9%, and the platelet count was 210,000 platelets/mm\ 
Gentamicin and piperacillin were administered. A second sur- 
gery revealed necrotic and foul-smelling muscle, fat, and fascia, 
with complete cessation of blood flow to the wrist. Tissue spec- 
imens obtained during both surgeries revealed large, gram- 
positive rods subsequently identified as C. sordellii. 

The next morning, the WBC count increased to 41,200 cells/ 
ram^ (figure 1), with 45% segmented neutrophils, 7% band 
cells, 2% myelocytes, 1% metamyelocytes, 33% lymphocytes, 
and 12% monocytes. The hematocrit was 41.9%. By mid-af- 
ternoon, the boy became hemodynamicaily unstable, with in- 
creasing hypotension, tachycardia, metabolic acidosis, and de- 
creased urine output. Hours later, ultrasound-guided 
pericardiocente.si.s produced 75 mL of straw-colored fluid. Re- 
fractory hypotension developed, and despite intensive efforts, 
the patient died. 

The autopsy reported generalized soft-tissue edema and a 
large collection of fluid in both pleural spaces and the peritoneal 
cavity. Histopathologic examination of the affected arm re- 
vealed severe soft-tissue necrosis, with interstitial hemorrhage 
and neutrophilic infiltrates in the connective tissue. No evi- 
dence of vascular thrombosis wa.s observed. 

Patient 2. A previously healthy, 21-year-oId woman sus- 
tained a third-degree vaginal laceration during delivery of her 
second chOd. The wound was sutured, and 4 days later, she 
developed chills, difficulty urinating, and increasingly severe 
perineal pain that radiated into her buttocks and right thigh. 



Figure 1. Dynamics of the leukemoid reactions in the 2 cases of C/os- 
tridium sorrfe//// infection detailed in this review. 

On presentation to the emergency department, her vital signs 
were as follows: temperature, 37.2°C; blood pressure, 96/57 mm 
Hg; pulse, 132 beats/min: and respiratory rate, 20 breaths/min. 
Significant laboratory findings included the following; serum 
bicarbonate level, 18 mmol/L: creatinine level, 0.7 mg/dL; glu- 
cose level, 100 mg/dL; total protein level, 5.8 g/dL; and albumin 
level, 2.1 g/dL. Prothrombin and partial thromboplastin times 
were 12.2 and 33.7 s, respectively. The patient’s initial hemat- 
ocrit was 48.3%, her platelet count was 242,000 platelets/mm*, 
and her WBC count was 67,000 ceUs/mm^ (figure 1), with 74% 
segmented neutrophils, 14% bands, 8% monocytes, and 4% 
lymphocytes. She remained tachycardic, and the findings of 
auscultation of her chest were unremarkable. The perineum 
was bluish-gray in color, and the labia were edematous. Intra- 
venous gentamicin and clindamycin were started. CT of the 
pelvis and abdomen revealed only peritoneal fluid and an en- 
larged uterus. 

Surgical debridement and fasciotomy of the vulva were per- 
formed. Vancomycin was added to the antibiotic regimen. Post- 
operatively, the WBC count increased to 123,400 cells/mm’ 
(figure 1), with 48% segmented neutrophils, 40% bands, 3% 
myelocytes, 1% metamyelocytes, 4% monocytes, and 3% lym- 
phocytes. Nucleated RBCs were also present, and the platelet 
count was reduced (141,000 platelets/mm^). Hypotension per- 
sisted, profound metabolic acidosis (pH 7.15) ensued, and hy- 
pomagnesemia (magnesium level, 0.9 mmol/L) and hypocal- 
cemia (calcium level, 7.26 mmol/L) developed. Antibiotics, 
sodium bicarbonate, magnesium sulfate, and copious quantities 
of intravenous fluids were administered. Shortly after surgery, 
her heart rate increased to 160-170 beats/min, cardiac arrest 
ensued, and she died. 

Bacterial culture of specimens of the debrided perineal tissue 
yielded heavy growth of C. sordellii and moderate growth of 
Clostridium perfringens, Prevotella loeschii, and additional mixed 
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anaerobic flora. Blood culture results were negative. At autopsy, 
the vulva was edematous and erythematous. The pericardial 
space and the right and left pleural cavities contained 80, 400, 
and 250 ml of clear, straw-colored fluid, respectively. Micro- 
scopically, moderate vasciilar congestion was noted in the lungs, 
liver, adrenal glands, and kidneys. The myometrium was hy- 
pertrophic and hyperplastic, with fibrin thrombi in the blood 
vessels of the endometrium. The cervix was markedly congested 
with edema and chronic inflammation. Histopathologic ex- 
amination of the uterine tissue revealed large, rod-shaped or- 
ganisms and modest numbers of inflammatory ceUs in various 
stages of degeneration (figure 2). 

EPIDEMIOLOGY OF C. SORDELLII INFECTION 

C. sordeliii infection after natural childbirth and spontaneous 
abortion. A literature search was performed for reported cas^ 
of C. sordeliii, B. sordeliii, and B. oedematis sporogenes infections 
using the Index Medicus, Pubmed, and Medline databases over 
the period of 1927-2006. The search produced 29 reports de- 
scribing 43 patients {table 1). These patients, plus the 2 de- 
scribed here, bring the total cases for analysis to 45 (table 1). 
Of the cases reviewed in which the patient’s sex was specified, 
most (23 {63%! of 37) C. sordei/n infections occurred in women 
with a mean age of 33.6 years (tables i and 2). Of these, 8 
(35%) of 23 cases were associated with normal childbirth [15- 
19, 23], 5 (22%) were associated with medically induced abor- 
tion (MIA) [20, 21], and 2 (9%) were associated with spon- 
taneous abortion [22] (table 1). The mortality rate was 100%. 
C. sordeliii was implicated in ail cases, but it was the sole path- 
ogen in only 2 of these cases. Other organisms isolated included 
C. perfringem, Escherichia coli staphylococcal and streptococcal 
species, and a variety of other anaerobes and coliforms. 

The source of C. sordeliii in obstetric/gynecological-associ- 
ated infections is unknown, although 2 reports have docu- 
mented prolonged vaginal carriage of C. sordeliii in 0.5%-10% 
of healthy women [44, 45], suggesting that some women may 
be natural C. sordeliii carriers. The rate of vaginal colonization 
with a variety of Clostridium species during the period after 
childbirth or abortion is reportedly as high as 29% [46, 47]. 
Alternatively, fecal contamination of the vagina during vagina! 
delivery could provide a source of organisms that could infect 
vaginal tears or the episiotomy site or ascend to the uterus 
through the open cervix. However, no C. sorde/Iif-relateddeaths 
have been reported following instrumented abortion or routine 
dilatation and curettage, both of which require opening of the 
cervix, perhaps because fecal contamination of the vagina in 
these settings is less likely. 

C. sordeliii infection after MIAs. Mifepristone (RU-486; 
Danco Laboratories) has been used worldwide as a birth control 
alternative. Mifepristone inhibits the action of progesterone by 
blocking glucocorticoid receptors and is used in conjunction 



Ffgure 2. Histopathologic findings for tissue specimens collected at 
the site of infection from a patient with fatal Clostridium sordeliii miecxm 
(patient 2). Numerous gram-positive bacilli (arrows} and degenerating 
mfiammatoiy cells are apparent within the tissue [hematoxylin and eosin 
staining; original magnification, xiOOl. 

with misoprostol, a synthetic prostaglandin that stimulates 
heavy vaginal secretion. These agents cause the uterine lining 
to slough, preventing implantation. Nearly 2 million women 
in Europe have used mifepristone, and no C. sordeliii infections 
or deaths have been reported [45]. In addition, since the year 
2000, more than 600,000 women in the United States have 
undergone mifepristone-induced abortion. There have been 5 
reported C. sordellii-Tehted deaths worldwide due to mifepri- 
stone-associated MIA (table 1), and all occurred in North 
America. This equates to '-I death per 120,000 patients in 
North America [45]. Investigators have failed to identify any 
specific factor that predisposed these women to fatal infection. 
Interestingly, 80% of reported C. sordel/ii-related deaths oc- 
curred in the state of California. The regional nature of these 
fatalities suggested that the medication may be contaminated 
with C sordeliii, but this was proved not to be the case. Misuse 
of misoprostol — ^specifically, intravaginal administration — may 
also be to blame and is currently under investigation [48]. 

The association between lethal C. sordeliii infection and MIA 
raised concerns of mifepristone’s safety. On 19 July 2005, the 
US Food and Drug Administration issued a public health ad- 
visory regarding C. sorde/lii-associated deaths involving mife- 
pristone/misoprostol-induced MIA [49]. As with many rapidly 
fatal diseases, prevention is paramount. The manufacturer of 
mifepristone has recently provided information for patients and 
health care pro^ders warning that C. sordeliii infections may 
have unusual manifestations and that delays in treatment can 
result in fatal outcomes [50]. Prohibiting vaginal administration 
of misoprostol has also been suggested as a preventative mea- 
sure [48]. 

Potential pathogenic mechanisms have only recently been 


000 • CID 2006:43 (1 December) • Aldapeet al. 



577 


Table 2. A comparison of demograpbic and ciinical features among survivors and non- 
survivors of Clostridium sordellii infection. 


Characteristic 

Survivors 
(n = 14) 

Nonsurvivors 
in = 31) 

Age. mean years (range) 

Sex, no. of patients 

39.3(12-61) 

34.6 (0-95) 

Female 

0 

23 

Male 

9 

5 

Unknown 

5 

3 

Temperature, mean ®C (range)®’** 

37.7 (37-38.6), 

37.3 (35.3-41.1) 

WBC count, mean cells/mm® (range}** 

18,459 (9200-32,300) 

75,240 (19,000-200, 000)'" 


^ Afebrile patients and those with normal temperatures were given a value of 37*0 for calculations. 
Unknown vital values were not incxsgjorated into determined averages. 

Statisticailv different value for survivore {P< .05. paired f test). 


suggested. Mifepristone/misoprostol may facilitate colonization 
of uterine tissue, trigger toxin expression, or induce hypoten- 
sion and systemic shock by dysregulating the host’s immune 
response. These and other mechanisms are actively being 
investigated. 

C. sordellii infection in injection drug users. Several stud- 
ies of fata! C. sordellii soft-tissue infection in injection drug 
users in Europe and North America have been published (24- 
26, 51]. In our review, 10 (22%) of 45 reported C. sordellii 
infections fell into this category. Of these, 50% were fatal (table 
1). In 1999, an outbreak of necrotizing soft-tissue infection 
occurred in California stemming from "skin popping” of black 
tar heroin. C sordellii was identified in 6 of 9 wound specimens, 
and 4 of 9 patients died [26]. Two similar outbreaks ofinfection 
were also reported in the San Francisco, California, area during 
1992-1997 and again in 1999; C. sordellii was isolated in 4 of 
9 and 2 of 5 patients, respectively [24, 51]. During 2000-2004, 
nearly 200 cases of soft-tissue infection in injection drug users 
were reported in the United Kingdom. Nearly 95% of the in- 
fections requiring hospitalization were caused by clostridial spe- 
cies, including C. sordellii [25]. It was postulated that the drug 
paraphernalia or the drugs "cut” with soil were contaminated 
with spores. In either case, repeated injection of drugs into the 
subcutaneous tissue likely resulted in local ischemia that pro- 
vided an anaerobic environment favorable to the germination 
and outgrowth of clostridial spores. 

Other C. sordeUii infections. C. sordellii infections were by 
no means limited to gynecological procedures and illicit drug 
use (table 1). In fact, 19 (42%) of 45 cases of C sordellii in- 
fection occurred after nongynecological surgical procedures or 
penetrating, crush, or traumatic injuries to the soft tissues in 
previously healthy men, women, and children (table 1). Of these 
19 patients, 10 (53%) died. 

Three reports, including our own, described C sordellii in- 
fections in children. One involved a 17-day-old infant vdio 
developed neonatal toxic omphalitis [37] and died, despite hav- 
ing received 6 days of aggressive treatment that included mul- 


tiple debridements and broad-spectrum antibiotic therapy, 
Both umbilical tissue and peritoneal fluid collected at surgery 
grew C. sordeUii; no complications were reported involving the 
mother. The other patient described was a l2-year-old boy who 
developed C. sordellii .sepsis after an ear infection but survived 
after an intensive 2-week course of antibiotic therapy and sup- 
portive care [29j. 

Numerous postsurgical C. sordellii infections have occurred 
after hysterectomy, musculoskeletai-ti.ssue allograft, liver trans- 
plantation, prostate surgery, and eye surgery [32, 33, 35, 36, 
52). C. sordeUii infections have also been reported after trau- 
matic, penetrating injures to the foot and leg [28, 30]. “Spon- 
taneous” C. sordellii infections were also reported in patients 
with underlying conditions, such as alcoholism with liver cir- 
rhosis, malignancies, and immunosuppression [34, 53-55]. In 
these cases, patients had no obvious portals of entry, yet all 
developed lethal C. sordellii infections. Indeed, spontaneous 
infections in compromised individuals have also been reported 
with other clostridial species (e,g., Clostridium septicum and C. 
diddle). Other reported C. sordellii infections included pneu- 
monia, empyema, septic arthritis, and endocarditis [38-43]. 

SUMMARY OF CLINICAL FEATURES OF 
C. SORDELLII INFECTION 

Early clinical symptoms of infection include nausea, dizziness, 
lethargy, and mild tenderness or rash at sites of infection. Most 
patients (73%) were afebrile (table 3). Within hours after pre- 
sentation to the hospital, patients have developed hypotension 
and tachycardia. Laboratory tests have demonstrated elevated 
hematocrit, increased WBC and platelet counts, and decreased 
serum calcium and protein levels. As infections progressed, 6 
distinctive clinical features developed that, in total, are unique 
to C. sordellii infection: a marked leukocytosis termed the ‘Teu- 
kemoid reaction,” refractory hypotension, severe tachycardia, 
profound capillary leak syndrome, hemoconcentration, and a 
persistent absence of fever. Specifically, the leukemoid reaction 
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Table 3. Symptoms and characteristfcs reported in fata! cases of Clostridium 
sordellii infection. 


Characteristics of C. scvd^ft'infectior^ 

No. {%) of 
patients with 
fatal cases who 
had the indicated feature'’ 
In = 26) 

Initial symptoms 

Onset of symptoms, within 2-6 days 

.22184,6) 

Decreased blood pressure 

19(73.1) 

Nausea and/or vomiting , 

142.3) 

Dt22iness 

11 (42,3) 

Generalized weakness 

11 (42.3) 

Diarrhea 

5 (19.2) 

Blue^dored/paie skin. 

3(11.5) 

Chills 

2 (7.7) 

Clinical features 

Septic shock - , ■! 

23 (88,5) 

Mild pain associated with site of infection 

21 (80.8) 

Leukemoid reaction 

20 (76,91 

Afebrility 

19(73.1) 

Tachycardia 

19(73.1) . 

Homoconcentration 

16(61.5) 

Pulmonary, peritoneal, orviscefai edema 

16(61.5) 

Reduced serum protem levels 

13 150.0) 

Metabolic acidosis 

9 (34.6) 

TTirombocytopenia 

7 (26.9) 

RBCs and WBCs in urine 

4 (15.4) 

Treatments during course of infeci-on 

Antibiotic treatment 

25 (96.2) 

Copious intravenous fluids and/or plasma 

f9{73;1) 

Debridementfeurgical procedures 

16(61.5) 

Sodium bicarbonate and vasopressor treatment 

42(46,2) : ; 

Administratiort of other complementary therapies such as 

steroids, morcrftine, sndfor atropine 

11 (42.3) 

Supplernentat oxygen . 

■ ■5(19.2):-. • 

Microbiologic findings 

Identification of C. sordellii from infection 

26 (100) 

Isolation of b^er bacterial species 

■ :t9.l73.:i|' //I) 

isolation of C. sordellii from Wood 

6(23.1) 

Clostddiai Sntigens detected, in localized blood vessels 

4 (15.4) : 

Findings at autopsy 

Regions of local necrosis and acute inflammation 

20 (76.9) 

Marked soft-tissue arrd/or viweral edema 

19(73.1).. 

Pericardiai, pleural, or peritoneal effusions 

19(73.1) 

Thrombosis of localized blood vessels 

9(34,6) . : 

Heavy neutrophil degeneration at margins of necrotic tissue 

6(23.1) 


* Three injection drug users from the study by Kimura et al. [26] and 2 patients who 
experienced spontaneous abortion in the study fay Chang et al. 1221 were not included in the 
analysis because of a lack of specific data. 


has been defined as a WBC count >50 X 10* cells/ mm* resulting 
from an acute condition, such as infection (56). With C. sordellii 
infection, WBC counts routinely increased acutely (within 48- 
72 h) to 100 X 10* cells/mm* of whole blood, with 1 reported 
case as high as 200 X 10* cells/mm* (table 1) (17). A similar 
leukemoid reaction is also characteristic of C difficile md Clos- 
tridium novyi infections [57, 58). Differential cell counts re- 


vealed increased percentage of mature and immature neutro- 
phils (i.e. band cells, metamyelocytes, and myelocytes) (56) and 
an increase in the absolute numbers of both lymphocytes and 
monocytes. 

The markedly elevated WBC count was highly predictive of 
fatal outcome. On average, those who died from C. sordellii 
infection had a WBC count of >75,000 cells/mm*, compared 
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Table 4. Comparative exotoxIns among species that produce large clostridial 
cytotoxins. 


Species, toxin produced 

Activity 

Clostridium sordellii . .. 

Lethal toxin-® 

InhiWts signaling proteins Rac, Cdc42, Ras, and Rap 

Hemorrhagic toxin® 

InhiWts signaling pxoteins Rho, Rac. and Cdc42 

Hemolysin 

Chofesterd-d^ndent hemolysin 

Neuraminidase 

Cleaves sialic adds from sialoglycoconjugates 

Phospholipase C 

H^rdyzes lecithin 

DNAse 

Potential degeneration of host cell nuclei 

Hyaluronidase 

Splits h^lutorik: acid, increasing permeability 

Collagenase 

Hydrolyzes collagen and gelatin 

Clostridium difficile 

Toxin A® 

inhibits eignaiiiig fM'bteihs Rho, Rac, and Cdc42 

Toxin B® 

Inhibits signaling proteins Rho, Rac, Cdc42 

Binary toxin 

ActitvSf^ific ADPH’ibosyitransferase 

Hyaluronidase 

Splits hyalurcxiic add, increasing permeability 

Collagenase 

Hydrolyzes e^gen and gelatin 

Clostridium novyi 

Types A and B; a-toxin® 

Inhibits signaling fxoteins Rho, Rac, and Cdc42 

Type A 

7 -Phosphoiipase C 

Hydrolyzes l^ithin 

Hemolysin 

Cholesterol-dependent hemolysin 

Types B and D 

Tropomyosinase 

Breaks down tropomyosin and myosin 

5-Phospholtpase C 

Hydrolyzes lecithin; human RBC hemolysin 

Type D: lipase 

Hydrolyzes fats into glycerd and fatty acids 


NOTE, ADR adenosine dipliosphate. 
* Indicates largo clostridial cytotoxin. 


with only 18,000 ceUs/mm^ among survivors (?<.05) (table 
2). In 4 fatal cases, WBC counts were only 13,500-19,000 cells/ 
mm*; however, in 2 of these patients, WBC counts were only 
obtained at hospital admission, and no repeated complete blood 
cell count data were reported; the other 2 cases were associated 
with unusually prolonged illnesses (3 and 5 weeks, respectively) 
in compromised individuals. 

Along with the increasing WBC counts, severe tachycardia 
and tachypnea were frequently described, and subsequent peri- 
toneal and pleural effusions were common. This capillary leak 
likely contributed to markedly elevated hematocrits and may 
have resulted from toxin-mediated changes to the vascular en- 
dothelium (see Pathogenesis). Most patients who died (19 of 
26) remained afebrile throughout the disease course (tables 2 
and 3). and no differences in mean temperatures were noted 
between survivors and nonsurvivors (37.7‘’C vs. 37.3“C re- 
spectively; table 2). Reasons for this lack of fever have not been 
investigated. 

Overall, the mortality rate for patients with C. sordellii in- 
fection was nearly 69% (table 1). and most patients died of 
hypotension and multiorgan failure within days to hours after 
the initial presentation. Postmortem findings included soft- 


tissue necrosis at the site of infection and visceral edema. On 
microscopic examination, infected tissues displayed acute in- 
flammatory changes and localized thrombosis of blood ve.sseU. 
Often, the margin between healthy and necrotic tissue con- 
tained heavy neutrophil degeneration. In all cases but 1, C 
sordellii was identified at the site of infection, and in 9 of 45 
cases, C. sordellii was found in the blood (table 1). 

PATHOGENESIS 

The role of C. sordellii toxins in pathogenesis. Pathogenic 
strains of C. sordellii produce up to 7 identified exotoxins [1]. 
Of these, lethal toxin (LT) and hemorrhagic toxin (HT) are 
regarded as the major virulence factors. Other exotoxins include 
an oxygen-labile hemolysin, neuraminidase, DNase, coUage- 
nase, and lysolecithinase (table 4), The roles of these toxins in 
pathogenesis have not been extensively investigated. 

The family of large clostridial cytotoxins. In 1969, Arse- 
culeratne et al. [59] demonstrated that intramuscular injection 
of crude C sordellii toxins into guinea pigs produced local 
necrosis, progressive edema, and terminal shock — symptoms 
similar to those found in human cases of C. sordellii infection 
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{this review). These authors suggested that the Jethal effects 
were the result of 2 factors: an edema-producing, lethal toxin 
and an extractable hemorrhagic toxin [59]. 

LT and HT are members of the large clostridial cytotoxin 
(LCC) family [60, 61j, all members of which have molecular 
weights of 250-308 kDa. Other members include the C. difficile 
toxins A and B and C. novyi a-toxin (table 4). All LCCs possess 
remarkable amino acid similarity, with identities of 26%-76%. 
LT and C. difficile toxin B have the highest homology with 
amino acid sequences, being 76% identical and 90% homol- 
ogous to one another. 

All LCCs possess glycosyltransferase activity, utilizing UDP- 
glucose or N-acetylglucosamine as their cosubstrate to modify 
members of the Rho GTPase signaling superfamily [62, 63]. 
These GTPases control cell cycle, apoptosis, gene transcription 
[64-66], and the structural functions of actin, such as cell mor- 
phology, migration, and polarity [67, 68|. Specifically, C. difficile 
toxins A and B, HT from C. sordellii, and the C. novyi a-toxin 
UDP-giycosylate the hydroxyl group of threonine- 35 in Rac, 
Cdc42, or Ras (or threonine-37 in Rho) (69, 70). These critical 
threonine residues are found in the effector region of these 
signaling proteins and are highly conserved among all small 
GTPase molecules and in some heterotrimeric G proteins [71, 
72]. The threonine targets are exposed only in the molecule’s 
inactive GDP-bound state. Once modified, these proteins be- 
come inoperative. In the case of Rho, Rac, and Cdc42, mod- 
ification impairs actin cytoskeletal assembly and organization, 
presumably leading to the massive capillary leakage character- 
istic of C sordellii infection. LT from C. sordellii is the only 
LCC with unique targets, modifying Rac, Cdc42, and members 
of the Ras signaling family, including Ras, Rai, and Rap |73j. 
Interestingly, Jank et al. [74] have recently shown that change 
of a single amino acid residue (ser 6 phe) at position 73 converts 
RhoA into a substrate for LT. Furthermore, Mesmin et al. [75] 
demonstrated that the glucosyltransferase domain of LT binds 
preferentially to phosphatidylserine liposomes, suggesting that 
this avidity directs the toxin to the inner leaflet of the cell 
membrane where the targets for LT-mediated modification are 
abundant. A recent study by Waschke et ai. (76) demonstrated 
significant increases in rat microvessel permeability after treat- 
ment with C sordellii LT, suggesting tliat LT may also play a 
role in systemic capillary leak. 

Two putative receptors for Toxin A from C. difficile have 
been suggested: galactose-j3l-4-N-acetylglucosamine [77] and 
an unidentified glycosphingolipid [78]. Although the receptors 
have not been clearly identified or characterized, it is known 
that toxins enter host cells through an endosomal pathway (61j. 
The low endosomal pH generates a conformational change in 
the LCC structure, resulting in insertion and translocation of 
the toxin’s enzymatic region into the cytosol [61]. Reduced pH 
may also trigger toxin gene expression in C. sordellii or increase 


the activity of C sordellii toxins. For instance, Qa’Dan et al. 
[79] demonstrated that the cytotoxic activity of LT is increased 
5-foId in an acidic environment (pH 4.0-5.0) in vitro. Fur- 
thermore, Voth et ai. [80] have shown that LT is irreversibly 
dissociated into active polypeptides at low pH. Although some 
environments with reduced pH are frequent sites of C. sordellii 
infection (e.g., the normal vagina and injured tissues with in- 
adequate perfusion), a role of pH-dependent cytotoxicity in 
pathr^enesis remains to be verified. 

Finally, although the ieukemoid reaction is a remarkable clin- 
ical feature of C. sordellii infection, nothing is known regarding 
the underlying mechanisms. Ras GTPases control ceil differ- 
entiation and proliferation [81, 82], and by their modification, 
U may play a role in the characteristic Ieukemoid reaction, 
although this has yet to be investigated. The similar ieukemoid 
reactions in C. difficile and C. novyi infections suggest that a 
common toxin may be responsible. 

CURRENT PERSPECTIVES ON DIAGNOSIS 
AND TREATMENT 

Clinical clues and diagnosis. Early diagnosis of C. sordellii 
infection often proves to be difficult for several reasons. First 
is the low prevalence of these infections. Second, the initial 
symptoms are nonspecific and, frankly, misleading (table 3). 
Early in the course, the il!nes.s resembles any number of infec- 
tious diseases, including viral syndromes. Given these vague 
symptoms and an absence of fever, physicians usually do not 
aggressively pursue additional diagnostic tests. The absence of 
local evidence of infection and the lack of fever makes diagnosis 
of C. sordellii infection particularly problematic in patients who 
develop deep infection after childbirth, therapeutic abortion, 
gastrointestinal surgery, or trauma. Such patients are frequently 
evaluated for pulmonary embolization, gastrointestinal bleed- 
ing, pyelonephritis, and cholecystitis. Unfortunately, such de- 
lays in diagnosis increase mortality, and as is the case in most 
necrotizing soft-tissue infections, by the time local sign.s and 
symptoms are apparent, patients are hypotensive, with evidence 
of organ dysfunction. In contrast, infection Ls more readily 
suspected in injection drug users who present with local swell- 
ing, pain, and redness at injection sites. This early recognition 
likely contributes to the lower mortality rate in this group. 

Onset of hypotension and tachycardia prompts aggressive 
initiation of a variety of diagnostic procedures. Among patients 
with cutaneous evidence of infection, surgical intervention is 
essential to obtain specimens for Gram stain and culture. CTs 
and MRIs may reveal swelling of the affected area; however, in 
postpartum women, an enlarged uterus is not unusual. Gas in 
the tissues will not be evident unless other organisms, such as 
C. perfringens and Bacteroides species, are present. By the time 
hypotension develops, the complete blood cell count usually 
reveals a Ieukemoid reaction and the hematocrit is normal or 
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elevated. Hypotension is persistent and refractory to even mas- 
sive intravenous fluid administration. Liver function test values, 
such as bilirubin, alanine aminotransferase level, and alkaline 
phosphatase level, are usuaUy normal, although the serum al- 
bumin decreases precipitously to levels of « 1.0 g/dL. The de- 
crease in the albumin level is clearly related to the diffuse cap- 
illary leak syndrome and parallels an increasing hematocrit. At 
this stage of illness, massive peripheral edema is present, and 
radiography demonstrates pleural and peritoneal effusions and 
diffuse pulmonary infiltrates. Patients with such findings de- 
velop severe respiratory failure. Persistent hypotension Faults 
in elevation of serum creatinine level, increased lactic acid level, 
a decreasing serum bicarbonate level, and hypoxia, necessitating 
intubation. Although vasopressors are frequently used in such 
patients, there is little to suggest they are effective. 

Physicians should suspect C. sordelUi infection in patients 
who present within 2-7 days after an injury, sui^ical procedure, 
drug injection, childbirth, or MIA and who complain of pain, 
nausea, vomiting, and diarrhea but are afebrile. An increasii^ 
\VBC count with left shift and evidence of hemoconcentration 
would strongly suggest C. sordellii infection, and a definitive 
diagnosis should be intensively sought, imaging studies may 
reveal the site of infection and thereby facilitate timely surgical 
intervention for debridement and obtaining diagnostic mate- 
rial. At present, no rapid tests exist to identify C. sordellii. 

Treatment. There is little, if any, information regarding ap- 
propriate treatment for C sardeilii infection. In fact, the time 
between onset of symptoms and death is often so short that 
little time exists to initiate empirical antimicrobial therapy. In- 
deed, anaerobic cultures of blood and wound aspirate speci- 
mens are time consuming, and many hospital laboratories do 
not routinely perform antimicrobial susceptibility testing on 
anaerobes. Antibiotic susceptibility data from older studies sug- 
gest that C. sordellii, like most clostridia, are susceptible to ^- 
lactams, clindamycin, tetracycline, and chloramphenicol but 
resistant to aminoglycosides and sulfonamides (83). Potentially, 
antibiotics that suppress toxin synthesis (e.g., clindamycin) 
could be useftil adjuncts to therapy, because these agents have 
been proven to be effective in necrotizing infections due to 
other toxin-producing, gram-positive organisms (84-86). Stud- 
ies to examine the efficacy of bacterial protein synthesis inhib- 
itors in this infection should be undertaken. 

Intensive care measures, including administration of intra- 
venous fluids, are required for patients with tachycardia and 
hypotension. Emergency surgery to remove necrotic tissues is 
important for diagnosi.s, source control, and reducing the 
buildup of toxins. Use of a C. sordellii anti-toxin might also 
be beneficial (15, 16, 21, 26, 28, 34, 37). Indeed, in experimental 
studies, antitoxins prevented both cytotoxicity in cell culture 
systems and lethality in a mou.se model of C sordellii toxemia 
[59, 87, 88]. However, no commercially available antitoxin 


preparation currently exists for use in humans, but it is worthy 
of development. Other reported treatments included the ad- 
ministration of steroids, morphine, atropine, and/or vasopres- 
sors, all of which have proven to be ineffective once infection 
was established. 

SUMMARY 

Renewed interest in C. sordellii pathogenesis has followed recent 
reports of fatal infections associated with MIAs and injection 
drug use. Indeed, 15 (33%) of all 45 reported cases were as- 
sociated with these 2 epidemiological group.s, and overall, 10 
(67%) of 15 patients died. In virtually all cases, the time from 
onset of symptoms to death was extremely short (2-6 days), 
and patients invariably developed a profound systemic capillary 
leak, refractory hypoten.sion, and a marked leukeraoid reaction. 
Diagnosis is confounded by early, nonspecific signs and symp- 
toms and by the absence of fever. Rapid diagnostic tests for C. 
sordellii are largely unavailable but are sorely needed. Mecha- 
nisms of pathogenesis of this infection are not clearly defined, 
but they likely involve potent exotoxins and, possibly, a dys- 
regulated host immune response. The ineffectiveness of cur- 
rently available treatments is exemplified by a high mortality 
rate (69%) and extensive morbidity. Additional research is 
needed to develop molecular techniques to rapidly detect and 
identify the organism and, potentially, its toxins and to generate 
novel therapeutic strategies. 
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SUMMARY 

Endometritis and toxic shock syndrome associated with Clostridium sordelli! have previ- 
ously been reported after childbirth and, in one case, after medical abortion. We de- 
scribe four deaths due to endometritis and toxic shock syndrome associated with C. sor- 
dellii that occurred witliin one week after medically induced abortions. Clinical findings 
included tachycardia, hypotension, edema, hemoconcentration, profound leukocyto- 
sis, and absence of fever. These cases indicate the need for physician awareness of this 
syndrome and for further study of its association with medical abortion. 


^^^ '-"^^LOSTRIDJUM SORDELLII IS A GRAM-POSITIVE ANAEROBIC BACILLUS THAT 

If has been reported as a cause of infection in the female genital tract and fetal tox- 

ic shock syndrome. Of 10 cases identified in the literature, 8 occurred after de- 
livery of live-born infants, 1 occurred after a medical abortion,^ and 1 was not asso- 
ciated with pregnancy.* We report four additional deaths due to C. sordellii toxic shock 
syndrome that occurred among previously healthy women after abortions that were 
medically Induced with 200 mg of oral mifepristone and 800 pgofvaginal misoprostol. 

CASE REPORTS 


PATIENT 1 

Patient 1 was a previously healthy 18-year-oId woman who underwent a medically in- 
duced abortion at 47 days of gestation by means of 200 mg of oral mifepristone fol- 
lowed by 800 pg ofvaginal misoprostol. Four days after receiving mifepristone, the pa- 
tient presented to an emergency department with reports of abdominal cramping and 
dysuria. She had taken acetaminophen with codeine after the abortion. On physical ex- 
amination, she was afebrile with normal vital signs and no abdominal tenderness. Pel- 
vic examination revealed no uterine tenderness or adnexal mass. No laboratory studies 
or cultures were performed. She received hydromorphone and promethazine and was 
discharged taking acetaminophen and codeine. 

The patient returned three days later and reported nausea, vomiting, and weakness. 
On admissk)n, she was afebrile (temperature, 36.3°C), tachycardic (heart rate, 147 beats 
per minute), and hypotensive {blood pressure, 78/53 mm Hg) and had dry mucous 
membranes but unremarkable findings on abdominal and pelvic examinations. Labo- 
ratory studies showed an elevated white-cell count of 45,600 cells per microUter, a platelet 
count of 387,000 ceUs per microliter, and a hematocrit of 52 percent. Creatinine and 
liver-ftmction studies were normal. Blood cultures obtained before antibacterial thera- 
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py were later found to be negative for bacteria; vag- 
inal cultures grew gardnerella species. Ultrasono- 
graphic examination of the pelvis showed a residual 
gestational sac in the uterus and a large amount of 
free peritoneal fluid. A chest radiograph showed 
bilateral interstitial infiltrates. 

Initial treatment included supplemental oxy- 
gen, intravenous fluids, and antibacterial therapy 
with vancomycin and piperacillin-tazobactam. 
During the next few hours, the patient had respira- 
tory distress and hypotension requiring mechani- 
cal ventilation and vasopressor support. Initial ar- 
terial blood gas measurements revealed severe 
metabolic acidosis, witha pH of 7.15, a partial pres- 
sure of carbon dioxide of 36 mm Hg, and a bicar- 
bonate concentration of 13 mmol per liter. Within 
seven hours after admission, the white-cell count 
increased to 107,000 cells per microliter, with a 
hematocrit of 58 percent and a platelet count of 
158,000 cells per microliter. Urine output and the 
serum albumin concentration decreased markedly, 
but concentrations of hepatic enzymes, bilirubin, 
and creatinine remained normal. Refractoiy brady- 
cardia, hypotension, and hypoxemia developed, and 
the patient died approximately 10 hours after ad- 
mission. 

PATtENT a 

Patient 2 was a previously healtliy 21-year-o!d wom- 
an who underwent a medically induced abortion 
at 43 days of gestation by means of 200 mg of oral 
mifepristone followed by 800 pg of vagina! miso- 
prostol. Five days after receiving mifepristone, she 
reported abdominal pain and vomidng. The follow- 
ing morning she became unresponsive. When para- 
medics arrived, she had no spontaneous respira- 
tions or cardiac activity. She was transported to a 
local emergency department while receiving ongo- 
ing cardiopulmonary resuscitation. Physical exam- 
ination showed a rectal temperature of 38.9°C, fixed 
and dilated pupils, and mild abdominal distention. 
The serum glucose concentration was 108 mg per 
deciliter. Toxicologic evaluation was negative. No 
other laboratory studies or cultures were performed. 
The patient was intubated and received intravenous 
fluids, epinephrine, and atropine. Resuscitation ef- 
forts were discontinued 40 minutes after her arrival 
at the emergency department. 

PATIENT 3 

Patient 3 was a previously healthy 22-year-old wom- 
an who underwent a medically induced abortion at 
53 days of gestation by means of 200 mg of oral 


mifepristone followed by 800 of vaginal miso- 
prostol. Five days after receiving mifepristone, she 
presented to a local emergency department report- 
ing nausea, vomiting, diarrhea, and severe abdom- 
inal pain. The patient was afebrile (temperature, 
36.2'’C), with a heart rate of 104 beats per minute 
and blood pressure of 115/76 mm Hg. Physical ex- 
amination was unremarkable except for moderate 
abdominal tenderness. Laboratory findings includ- 
ed a w^ite-cell count of 21,800 cells per microliter, 
a platelet count of256, 000 cells per microliter, and 
a hematocrit of 40 percent Ultrasonographic exam- 
ination of the pelvis showed a left adnexal mass and 
fluid in the cul-de-sac. The patient received intrave- 
nous fluids, promethazine, and morphine and was 
admitted to the hospital to rule out an ectopic preg- 
nancy. 

The following day, persistent tachycardia (heart 
rate, 130 to 140 beats per minute), hypotension 
(blood pressure, 80/40 mm Hg), lethargy, decreased 
urine output, and diffuse abdominal tenderness de- 
veloped, and the patient was transferred to the in- 
tensive care unit. Laboratory findings included a 
white-cell count of 120,200 cells per microliter, a 
platelet countof91,000 cells per microUter, a hema- 
tocrit of 45 percent, a creatinine concentration of 
1.9 mg per deciliter (168 jimol per liter), an albu- 
min concentration of 1.0 g per deciliter, and a pro- 
thrombin time of 18.3 seconds with normal levels 
of aminotransferases and bilirubin. Arterial blood 
gas measurements showed severe metabolic acido- 
sis, with a pH of 7.15, a partial pressure of carbon 
dioxide of 29 mm Hg, and a bicarbonate concen- 
tration of 10 mmol per liter. Antibacterial therapy 
was initiated with piperacillin-tazobactam and met- 
ronidazole; blood cultures obtained before anti- 
bacterial therapy were subsequently found to be 
negative for bacteria. Within three hours after be- 
ing transferred to the intensive care unit, the patient 
had a cardiopulmonary arrest requiring mechan- 
ical ventilation and vasopressor support. Emer- 
gency laparotomy showed generalized edema of 
the abdominal and pelvic organs and 1000 mi of 
serous peritoneal fluid. Gram’s stain and aerobic 
and anaerobic cultures of peritoneal fluid obtained 
intraoperatively were negative for bacteria. The pa- 
tient died during the surgical procedure, approxi- 
mately 23 hours after her initial presentation to the 
hospital. 

PATIENT 4 

Patient 4 was a previously healthy 34-year-oId wom- 
an who underwent a medically induced abortion at 
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45 days of gestation by means of 2(H) rag of oral 
mifepristone followed by 800 |ig of vaginal miso- 
prostol. Four days after receiving mifepristone, she 
presented to a local emergency department report- 
ing nausea, vomiting, and severe abdominal pain. 
She had taken ondansetron and acetaminophen 
with hydrocodone after the abortion. The patient 
was afebrile (temperature, 36.3°C), with a heart rate 
of89 beats per minute and blood pr^sure of 99/ 
63 mm Hg. Physical examination was unremarkable 
except for moderate abdominal tenderness. Labo- 
ratory findings included a white-cell count of 55,400 
cells per microliter, a platelet count of 149,000 cells 
per microliter, and a hematocrit of 59 percent. Ultra- 
sonographic examination of the pelvis showed an 
empty uterus. Initial treatment included intravenous 
fluids, ondansetron, and hydromorphone. 

After the patient received 2 liters of normal sa- 
line, a repeated blood count showed a white-cell 
count of 87,600 ceils per microlittr, a platelet count 
of 63,000 cells per microliter, and a hematocrit of 
61 percent. Serum chemical analyses including liv- 
er-function tests were unremarkable. Aerobic and 
anaerobic blood cultures and a urine culture were 
obtained but were subsequently negative for bacte- 
ria; antibacterial therapy was initiated with piper- 
acillin-tazobactam and metronidazole. A chest 
radiograph was normal. Computed tomography of 
the abdomen showed only a moderate volume of 
free fluid. Although the patient received 5 liters of 
intravenous fluids, worsening tachycardia and hy- 


potension with minimal urine output developed. 
Arterial blood gas measurements showed severe 
metabolic acidosis, with a pH of 7.07, a partial pres- 
sure of carbon dioxide of 10 mm Hg, and a bicar- 
bonate concentration of 3 mmol per liter. Furtlier 
therapy included sodium bicarbonate and vasopres- 
sor support, but refractory hypotension developed 
and the patient died approximately 12 hours after 
presentation. 


METHODS 

We reviewed medical and autopsy records for each 
patient. Formalin-fixed tissues were evaluated at 
the Centers for Disease Control and Prevention. 
Immunohistochemical assays were performed for 
Clostridium species, Staphylococcus aureus, group A 
streptococcus, and neisseria species by means of 
a two-step indirect staining technique with immu- 
noalkaline phosphatase. The polyclonal anti-cios- 
tridium antibody used in the immunohistochem- 
ical assay cross-reacts with multiple Clostridium 
species.^ DNA was extracted from formalin-fixed 
uterine tissue with the use of the QIAamp DNA Mini 
Kit (Qiagen) and was evaluated with broad-range 
and C. sordellii-specific polymerase-chain-reac- 
tion (PCR) assays targeting the 16S ribosomal RNA 
(rRNA) gene and with PCR assays targeting the 
C. sordellii cytotoxin L and phospholipase C genes 
(Table 1). Amplified PCR products were direct- 
ly sequenced and, with the use of the Basic Local 


Tabls .1.. Primers Used in PCR Assays on Formalin-Fixed Tissues. 


Gene Target 

Primer 

Sequence (S' to 3') 

Product 
Size (bp) 

Reference 

16S rRNA* 

F8 

AGT HG ATC CTG GCT CAG 

330 

Daly et al.^*^ and Stackebrandt 

16S rRNAf 

3S7R 

CISOR'F 

CTG CTG CCT CCC GTA 

TCG AGCGACCTTCGG 

944 

and Charfreitag^' 

Kikuchietai.” 

CytL* 

CISOR-R 

CLS-Fl 

CACCACCTGTCA CCAT 

ATG AAC TTA GH AAC AAA GCC CAA 

250 

-s 

CspH 

CLS-Rl 

CLS-F2 

AAT ACT TCC ATA GTT AG A TAT TCT TTA 

TAA AGA TGC AGT AGC TAA TAA GGA TTT 

223 

-1 


CLS-R2 

TTC CTG AAA TTT GAT err CTG AAA CC 




* A broad-range PCR assay was used to target the 16S rRNA gene. 

^ A C sorde/W-specific PCR assay was used to target the I6S rRNA gene. 

$ CytL denotes the cytotoxin L-encoding gene of C sordellii. 

$ Primers were designed for this investigation from the puWished sequence of C sordellii (GenBank accession number 
X82638).>3 

Csp denotes the phospholipase C gene of C sordellii. 

I Primers were designed for this investigation from the published sequence of C sordellii {GenBank accession number 
AB061868).i'» 
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Alignment Search Tool (BLAST), compared with 
sequences available in the GenBank database. 

The National Center for Infectious Diseases 
determined that this investigation was defined as 
a public health response. Approval of the institu- 
tional review boards and consent of the next of kin 
were not required to evaluate and publish these 
case reports. 


RESULTS 

Autopsy of Patient 1 revealed marked pleural, peri- 
cardial, and peritoneal effusions. Histopathoiogi- 
cal examination of the uterus showed inflamma- 
tion of endometrium and myometrium, multiple 
small abscesses, necrosis, and hemorrhage (Fig. 
lA). There was no retained fetal or placental tis- 


sue. Other organs were unremarkable. Mixed bacte- 
ria, including numerous gram-positive bacilli, were 
seen in the endometrium (Fig. IB). Postmortem 
cultures were not performed. Immunohistochemi- 
cai testing of uterine tissue was negative for S. au- 
reus, group A streptococcus, and neisseria spe- 
cies. Clostridium immunohistochemical analysis 
showed extensive staining of bacilli and granular 
antigens associated with areas of inflammation 
in the endometrium and myometrium (Fig. 1C). 
Clostridial antigens were noted in blood vessels 
of the uterus (Fig. ID) but were not observed in 
brain, heart, lung, liver, kidney, or adrenal tissues. 
The 16S rRNA gene sequences amplified from 
uterine tissue showed 98 percent identity with 
C. sordcllii. Cytotoxin L and phospholipase C gene 
sequences amplified from the uterus showed 



Figure 1. Photomicro^phs of the Uterine Tissue of Patient 1. 

Panel A shows hemorrhage, inflammation, and necrosis of the endometrium (hematoxylin and eosin). Abundant gram- 
positive bacilli were observed in the necrotic endometrial tissue {Panel B, Gram’s stain). Clostridial antigens (red staining) 
were seen inside inflammatory ceils present in the necrotic endometrial tissue (Panel C, immunohistochemical assay 
with the use of polyclonal anti-clostridium species antibody) and inside myometrial blood vessels closest to the necrotic 
endometrium (Panel D, immunohistochemical assay with theuseof polydonal anti-clostridium species antibody). 
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99 percent and 97 percent identity with C. mddlii, 
respectively. 

The body of Patient 2 was inittaily embalmed, 
and an autopsy was performed one week after 
death. Histopathoiogical examination of die uter- 
us showed severe inflammation of endometrium 
and myometrium, necrosis, and hemoirhage with 
retained necrotic decidual tissue. Mixed bacteria, 
predominantly gram-positive bacilli, were seen in 
the endometrium. Immunohistochemicai testing 
of uterine tissue was negative forS, aureus, group A 
streptococcus, and neisseria .species. Clostridium 
immunohistochemicai analysis showed extensive 
staining of bacilli and granular antigens associat- 
ed with areas of inflammation in the endometri- 
um and myometrium. Clostridial antigens were not 
observed in brain, heart, lung, liver, kidney, or adre- 
nal tissues. The 16S rRNA gene sequences ampli- 
fied from uterine tissue showed 98 percent iden- 
tity with C. sorddlii. Cytotoxin L and phospholipase 
C gene sequences amplified from the uterus showed 
98 percent and 97 percent identity with C. u>TdeUiiy 
respectively. 

Autopsy of Patient 3 revealed pleural and peri- 
toneal effusions, Histopathoiogical examination 
of the uterus showed extensive inflammation, ab- 
scess formation, edema, necrosis, and hemorrhage. 
There was no retained fetal or placental tissue and 
no evidence of ectopic pregnancy. Mixed bacteria, 
including numerous gram-positive bacilli, were 
seen in the endometrium. Postmortem cultures 
were not obtained. Immunohistochemicai testing 
of Uterine tissue was negative for group A strepto- 
coccus and neisseria species but showed S. aureus 
antigens on the endometrial surface. Clostridium 
immunohiswchemical analysis showed extensive 
staining of bacilli and granular antigens associated 
with areas of inflammation throughout the en- 
dometrium and myometrium. Clostridial antigens 
were not observed in heart, lung, liver, or kidney 
tissues. The 16S rRNA gene sequences amplified 
from uterine tissue showed 97 percent Identity with 
C. sordellii. Cytotoxin L and phospholipase C gene 
sequences amplified from the uterus showed 99 
percent and 98 percent identity with C. sordellii, re- 
spectively. 

Autopsy of Patient 4 revealed pleural, pericar- 
dial, and peritoneal effusions. Histopathoiogical 
examination of the uterus showed severe inflam- 
mation of endometrium and myometrium, necro- 
sis, and hemorrhage, with extensive inflammation 
and edema. Abundant gram-positive bacilli were 


seen in the endometrium. Postmortem cultures of 
the endometrium grew Escherichia coli and an anaer- 
obic gram-positive bacillus that was discarded be- 
fore frjrther identification. Immunohistochemicai 
testing of uterine tissue was negative for S. aureus, 
group A streptococcus, and neisseria species. Clos- 
tridium immunohistochemicai analysis showed 
staining of bacilli and abundant granular antigens 
associated witli areas of inflammation throughout 
the endometrium and myometrium. Clostridial an- 
tigens were not observed in heart, lung, liver, spleen, 
pancreas, kidney, adrenal, or ovarian tissues. The 
16S rRNA gene sequences amplified from uterine 
tissue showed 98 percent identity with C. sordellii. 
Cytotoxin L and phospholipase C gene sequences 
amplified from the uterus showed 98 percent and 
97 percentidentity with C. sordellii, respectively. 


DISCUSSION 

We describe four deaths associated with C. sordellii 
endometritis and toxic shock syndrome that oc- 
curred within one week after medically induced 
abortions. The clinical and pathological findings 
in these cases are similar to those in 10 other cas- 
es of C. sordellii infection of the genital tract report- 
ed in the literature^'® (Table 2). Of the 10 previous 
cases that we identified, ail occurred in previously 
healthy young women, and 9 occurred within one 
week after delivery (8 women) or after abortion 
(1 woman). Notable clinical features included ab- 
sence of fever and rash, dramatic leukemoid reac- 
tion, capillary leak and fluid sequestration with as- 
sociated hemoconcentration, refractory tachycardia 
and hypotension, and marked edema of infected 
tissues without gas production or extensive myo- 
necrosis. i^l the cases had a fulminant course and 
fatal outcome. Eight of the previously reported cas- 
es had evidence of a polymicrobial infection. Al- 
though infections of the female genital tract often 
include mixed bacteria, the role of other organisms 
in toxic shock syndrome associated with C. sordellii 
is unclear. 

C. sordellii is an infrequent human pathogen 
but has been reported as a cause of pneumonia, 
endocarditis, arthritis, peritonitis, and myonecro- 
sis.^-^®’'^ C. sordellii bacteremia and sepsis occur 
rarely, primarily among patients with serious un- 
derlying conditions.^® Fulminant toxic shock syn- 
drome among previously healthy persons has been 
described in only a small proportion of cases of 
C. sordellii infection, most often those associated 
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Characteristics of Women with C. sordeHii Infections of ^ Genita] Tract and Toxic Shock Syndrome. 



Cuiren^ Rep<Hted 

Previously Reported 

Characteristic 

Pati«its {N-4) 

Patients (N=10)* 

Age — yr 

Median 

22 

25 

Range 

18-34 

23-40 

Fatal outcome — no. {%) 

4(100) 

10 (100) 

Underlying medical conditions — no. 

0 

0 

Preceding event — no. (%) 

Childbirth 

0 

8 (80)t 

Medical abortion 

4(100) 

1(10) 

None 

0 

1(10) 

Time course (days) 

From event to onset of symptoms 

Median 

5 

3 

Range 

4-5 

2-5 

From hospitalization to death 

Median 

0 

0 

Range 

0-1 

0-3 

Clinical signs and symptoms — no. (%) 

Temperature >3S.0°C 

1(25) 

1(10) 

Tachycardia 

4 (100) 

9 (90) 

Hypotension 

4 (100) 

10 (100) 

Pleura! or peritoneal effusions 

3(75) 

8 (80) 

Vomiting or diarrhea 

4(100) 

5(50) 

Abdominal pain 

4(100) 

5(50) 

Rash 

0 

1 (10)t 

Laboratory findings — no. (%) 

White-cell count >50,000 cells/microliter 

3(75) 

8 (80) 

Hematocrit a50% 

3(75) 

7(70) 

Microbiologtc findings — no, (%} 

Evidence of polymicrobial infection 

4 (100) 

8(80) 

C. sordellii isolated from blood 

0 

1(10) 

Focus of infection — no. (%) 

Uterus 

4(100) 

7(70) 

Site of episfotomy 

0 

3(30) 

Pathological findings at the focus of infection — no. (%) 

Edema 

3(75} 

10 (100) 

Necrosis 

4(100) 

8(80) 

Acute inflammation 

4(100) 

8(80) 

Hemorrhage 

3(75) 

2(20} 

Gas 

0 

0 


*This information has been reported elsewhere.’"* 
f Six deliveries were vaginal, and two were by cesarean section.’'® 

% This rash was described as vesicles on the perineum that enlarged to bullous lesions and spread to the legs and trunk.® 
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with gynecologic infections and neonatel ompha- 
litis. The distinctive clini«il manifestations 
of C. sordelHi toxic shock syndrome r^nlt from the 
production of specific exotoxins, as do diose of oth- 
er illnesses caused by clostridium species.^s.ie.w 
In animal models, C. sordcllii lethal toxin caiK^ find- 
ings similar to those described in these human cas- 
es. Lethal toxin is expressed variably by differ- 
ent C. sordelli! strains, 20 and ite cytopadiic effects are 
markedly enhanced by a low pH.^^ 

Although C. sordcllii has rarely been identified 
in the genital tract, other clostridium species col- 
onize the vagina in 4 percent to 18 percent ofhealthy 
women and commonly are associated with post- 
partum endometritis and septic abortion. 22'25 vag- 
inal flora vary with age, sexual activity, menstrual 
cycle, pregnancy, medications, and surgery,^ and 
the apparent association between C. sordeflii toxic 
shock syndrome and gynecologic infections may 
be attributed to a rare confluence of events. Preg- 
nancy, childbirth, or abortion may predispose a 
small number ofwomen to acquire C. sordellii in the 
vaginal tract, with dilatation of the cervix allowing 
for ascending infection of necrotic decidual tissue. 
Furthermore, the acidic pH of the vaginal tract may 
enhance the cytopathic effects of C. sordellii lethal 
toxin and further potentiate systemic illness. 

The fastidious anaerobic growth, variable stain- 
ing characteristics, and complex biochemical pro- 
files of clostridium species make them difficult to 
isolate and identify, and additional cases of C. sor- 
ddlft infection of the genital tract in which the or- 
ganism was not cultured, speciated, or reported 
probably exisL^®’^^ In the four cases reported here, 
evidence ofC. sord^^^t^ infection was established widi 
the use of anti-clostridium species immunohisto- 
chemical assay and both organism-specific and 
broad-range PCR. assays performed on fixed uter- 
ine tissue. Identification of additional cases and 
application of anaerobic culture techniques or new 
diagnostic approaches are needed to define the true 
burden ofC. sordellii in gynecologic infections. 

There are limited data regarding tiie optimal 
therapy for C. sordellii toxic shock ^drome. As with 
other severe histotoxic clostridial infections, ag- 
gressive surgical wound debridement, removal of 
infected organs (e.g., by means of hysterectomy), 
and antibacterial agents with good anaerobic ac- 
tivity are logical first steps to decrease the bacteri- 
al load and minimize further production of tox- 
ins.^'23 jn vitro susceptibility testing on 24C. sordeHii 
strains showed low minimal inhibitory concentra- 


tions for penicillin, ampicillin, erythromycin, ri- 
fampin, tetracycline, cefoxitin, clindamycin, and 
metronidazole^*; antibiotics that interfere with bac- 
terial protein synthesis {such as clindamycin) may 
have additional benefit. However, ddbridement, 
surgery, and antibacterial therapy will not mitigate 
the effects of preformed toxin. There are no clinical 
data on the use of immunoglobulin or anti-lethal 
toxin antibodies for treatment of C. sordellii infec- 
tions.^*'^^ 

These cases demonstrate that serious infection 
can occur after medically induced abortion, much 
as it can occur after childbirth, spontaneous abor- 
tion, and surgical abortion. However, available data 
suggest that the risk of such infection is iow.^^>3o 
In 2000, 600 mg of oral mifepristone plus 400 \ig 
of oral misoprostol was approved for use in the 
United States to medically terminate a pregnancy 
of up to seven weeks’ gestation. As of July 2005, 
five deaths that occurred after medically induced 
abortions had been reported to the Food and Drug 
Administration (FDA). These include the four pa- 
tients described here and one patient whose death 
was attributed to a ruptured ectopic pregnancy.^i 
Since its approval, there have been an estimated 
460,000 uses of mifepristone plus misoprostol in 
the United States. ” It is not clear how many wom- 
en this estimate represents. The 460,000 uses may 
include the regimen approved by the FDA or other 
dosages, such as 200 mg of oral mifepristone fol- 
lowed by 800 pg of intravaginai misoprostol. 

There are no available incidence data for preg- 
nancy-related C. sordellii infections or toxic shock 
syndrome. However, overall rates of infection-relat- 
ed deaths after pregnancy are well described. From 
1991 to 1999, 259 maternal deaths due to infec- 
tion were identified after 35,701,875 live births in 
the United States.3334 pj-oni 1981 to 1991, 37 infec- 
tion-related maternal deaths were associated with 
9,279,100 spontaneous abortions at less than 20 
weeks’ gestation.^s From 1988 to 1997, 25 mater- 
nal deaths attributed to infection were reported af- 
ter 13,161,608 surgic^ abortions at any point in 
gestation. These data must be interpreted with 
caution, however, because each estimate was ob- 
tained with the use of different methods and over 
different periods. Furthermore, the risk of maternal 
death after surgical abortion increases with gesta- 
tional age, and there are no published estimates for 
the rate of maternal d^th after surgical abortion 
performed during the first trimester. 

In 2001, one additional death due to C. sordellii 
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infection after medical abortion was reported in 
Canada^ Although ail four cases reported in the 
present study occurred in California, there were 
no epidemiologic links identified between the pa- 
tients, and the medications received were from dif- 
ferent lots. Some researchers have speculated about 
the mechanisms by which oral mifepristone or in- 
travaginal misoprostol could potentiate C. soidellii 
infection or toxic shock syndrome.^^ However, ad- 
ditional data are needed to evaluate further the 
possible association between medical abortion 
and C. sordclli! infections, define the spectrum ofUl- 
ness, and identify risk factors for toxic shock syn- 
drome. 

The side effects of misoprostol (e.g., vomiting, 
diarrhea, and abdominal cramping) may be similar 


ID tile initial symptoms of toxic shock syndrome 
associated with C. sordellii.^^ To improve diagnosis 
and therapy, clinicians should be aware of the dis- 
tinctive features of this potentially fatal entity, includ- 
ing tachycardia, hypotension, edema, hemoconcen- 
traiion, profound leukocytosis, and absence of fever. 
Health care providers should report to their state or 
local health department any cases of toxic shock 
syndrome occurring after an abortion or associat- 
ed witii pregnancy. 

The views ej^iessed are those of the audiors and do not necessar- 
ily represent the vie«« of the Department of Health and Human Ser- 
vices. 
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Stepbms, C. Paddock, J. Sumner, J. O’Connor, D. Jernigan, L.C. Mc- 
Donald, and N. Rosen^n for th«r assistance with the investiga- 
tion and review of the manuscript 
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Medical Management 
of Abortion 

Over the past two decades, medical methods of abortion have been developed 
throughout the world and are iww used in the United States. Medical abortion, 
which involves the use of medications to induce an abortion rather than a sur- 
gical abortion, is an option for women who wish to terminate a pregnancy up 
to 63 days of gestation (calculated from the first day of the last menstrual peri- 
od). Medical abortions currently account for 6% of all ahonions in the United 
States (I). The purpose of this document is la present evidence of the effective- 
ne.is. benefits, and ri.'sks of medical abortion and provide a framework for the 
evaluation and counseling of women who are considering medical abortion. 

Background 

Medications Currently Used in Medical Abortion 
Mifepristone 

Mifepristone (RU-486), a derivative of norethindrone, binds to the progesterone 
receptor with an affinity greater than progesterone but does not activate the 
receptor, thereby acting as an antiprogestin (2). Mifepristone’s known actions 
on a pregnant uterus include necrotizing the decidua, softening the cervix, and 
increasing both uterine contractility and prostaglandin .sensitivity (3, 4). Human 
studies have suggested that uterine contractility does not increase until 24-36 
htHirs after mifepristone administration (4). At this point, the myometrium is five 
times more sensitive to the stimulatory' eifects of exogenous prostaglandins (4). 

Administration of mifepristone followed by a prostaglandin analogue, usu- 
ally misojwostol, is the most commonly used medical abortion regimen 
throughout the world. As a progesterone receptor antagonist, mifepristone also 
has several other potential medical applications, including emergency contra- 
ception, cervical ripening for labor induction, and treatment of conditions 
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such as symptomatic leiomyomata uleii, endometriosis, 
Cushing's syndrome, breast cancer, and glaucoma. 

Misoprostol 

Misoprostol is an inexpensive prostaglandin, analogue in 
a tablet form that is stable at room temperature. 
Misoprostol is used clinically for prevention of gastric 
ulcers in individuals taking antiinflammatory drugs on a 
long-term basis, for abortion, and for labor induction. 
Pharmacokinetic evaluation of oral and vaginal adminis- 
tration of misoprostol demonstrates that oral misoprostol 
is absorbed more rapidly, resulting in a higher peak 
serum level (5, 6), but vaginal administration result in 
greater uterine contractility. Recent evaluations of sublin- 
gual administration show higher peak serum concentra- 
tions (7, 8), which may result in more unnecessary side 
effects (7). Further study of buccal administration maybe 
warranted because its pharmacokinetic profile appear to 
be similar to vaginal administration (7). 

Other Agents 

Methotrexate is used less often today for medical abor- 
tion because of the greater availability of mifepristone. 
Methotrexate blocks dihydrofolate reductase, an enzyme 
involved in producing thymidine during DNA synthesis. 
Methotrexate exerts its action primarily on the cytotro- 
phoblast rather than the developing embryo. Methotrex- 
ate has been used for more than 40 years to treat 
neoplastic diseases, rheumatoid arthritis, and psoriasis; 
other medical applications include treatment of systemic 
lupus erythematosus, deimatomyositis, severe asthma, 
Crohn’s disease, and extrauterine pregnancy. 

Tamoxifen has been used in combination with miso- 
prostol in some studies of early abortion. However, ran- 
domized trials have demonstrated no benefit of using a 
tamoxifen-misoprostol regimen compared with a metho- 
trexate-misoprostol regimen (9) or misoprostol alone 
( 10 ). 

Mifepristone Regimens 

Protocol Approved by the U.S. Food and 
Drug Administration 

Mifepristone regimens vary according to dosage, timing, 
and route of administration (see Table 1). The U.S. Food 
and Drug Administration (FDA) approved the protocol of 
mifepristone, 600 mg orally, followed approximately 48 
hours later by misoprostol, 400 pg orally. This is safe and 
effective for medical abortion through 49 days of gesta- 
tion (calculated from the first day of the last mensuual 
period [LMP}). A follow-up evaluation is scheduled 
approximately 14 days after administration of mifepris- 
tone. At that time, if clinical history and physical exami- 


nation do not cotifirm expulsion, ultrasonography is per- 
formed. If a gestational sac is seen, aspiration is typical- 
ly perfom^d. 

Efficacy with this regimen is approximately 92% in 
women with pregnancies up to 49 days of gestation (1 1, 
12). Complete abortion rates are higher with earlier ges- 
tations; approximately 96-98% for pregnancies up to 42 
daysof gestation (13, 14), 91-95% from 43 to 49 days of 
gestation (13, 14), and le.ss than 85% beyond 49 days of 
gestation (11, 13, 14). 

Alternative Regimens 

Other evidence-based medical abortion regimens have 
been developed in an effort to reduce side effects and to 
make medical abortion less expensive, safer, and more 
rapid. Regimens using 200-mg doses of mifepristone 
orally have efficacy rates comparable to the FDA- 
approved regimen (12, 15) at one third of the cost. 
Additionally, increasing the misoprostol dose to 800 pg 
and administering the medication vaginally decreases the 
time to expulsion (16), results in fewer side effects (16, 
17), and improves complete abortion rates when com- 
pared with oral administration of a 400-p.g dose of miso- 
prostol (16, 18-20). Multiple large studies in the United 
Stales have demonstrated that a patient can safely and 
effectively seif-adminisier the misoprostol (orally or 
vaginally) in her home (18, 19. 21-27). 

Investigations also have demonstrated the flexibility 
in timing between the two medications. One study 
demonstrated that 800 pg of misoprostol may be admin- 
istered either 24, 48, or 72 hours after 200 mg of mifepri- 
stone with equal efficacy in pregnancies up to 56 days of 
gestation (23); a follow-up study using a regimen with a 
24-hour interval between medications yielded similar 
results in pregnancies up to 63 days of gestation (24). 
Moreover, the results of a randomized muiticenter study 
indicated that 800 pg of misoprostol administered vagi- 
nally 6-8 hours after 200 mg of mifepristone resulted in 
significantly fewer side effects (and no decrease in effi- 
cacy) than regimens using a 24-hour interval (27). 

Compared with the FDA-approved regimen, mife- 
pristone-misoprostol regimens using mifepristone, 200 
mg orally, and misoprostol, 800 fig vaginally, are associ- 
ated with a decreased rate of continuing pregnancies, 
decreased time to expulsion, fewer side effects, improved 
complete abortion rates, and lower cost for women with 
pregnancies up to 63 days of gestation based on LMP. 

Nonmifepristone Regimens 

Methotrexate and Misoprostol 

The combination of methotrexate and misoprostol is an 
alternative early medical abortion regimen. Among 
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Table 1. Comparison of Common Medical Abortion Regimens 


Common Regimens 

Overall Success 

Rate (%) 

Advantages and Disadvantages 

Gestational Age 

Mifepristone, 600 mg orally + misoprostol, 

400 ug orally (FDA-approved regimen) 

92a 

Must remain in office or clinic 4 hours 
after adminishation 

Up to 49 days 

Mifepristone, 200 mg orally + misoprostol, 

800 i.<q vaginally (alternative evidence- 
based regimen) 

95-99“ 

Compared with FDA-approved regimen: 

• More effective 

• Less time to expulsion 

• Fewer side effects 

• Requires vagina! administration of 
a medication 

Up to 63 days 

Methotrexate, 50 mg/m^ IM or 50 mg 
vaginally, + misoprostol, 800 ug vaginally 

3-7 days later 

92-96^ 

Compared with mifepristone-misoprostol 
regimen; 

♦ Takes longer for expulsion in 20-30% 
of women 

• Readily available medications 

* Low drug cost 

Up to 49 days 

Misoprostol only, 800 ug vaginally 
repealed for up to three doses 

8® 

• Requires complicated dosing regimens 

• Significandy higher incidence of 
side effects than other regimens 

• Low drug cost 

Up to 56 days 


Abbrevistions: FDA, U.S. Food and Oaig Administrate; IM, intramusculariy 

^SpiU iM, Bardin CW, Benton L, Robbins A. Early pregnancy termination with mifepristone and misoprostol in the United States. N Engl | Med 1998;338;1241-7. 
'^Schaff EA, Eisinger SH, Stadafius IS, Franks P, Gore BZ, Poppema S. low-dose mifepristone 200 mg and vagina! misoprostol for abortion. Contraception 1 999;59;1-6. 
‘Schaff EA, Fielding SL, Westhoff C. Randomized trial of oral venus vaginal misoprostol at one day after mifepristone for early medical abortion. Contraception 
2001;64;81-5, 

'‘el-Refaey H, Rajasekar D, Abdaila M, Calder L, Templeton A. Induction of abortion with mifepristone (RU 486) and oral or vaginal misoprostol, N Engl } Med 
1995;332:983-7. 

'von Hertzen H, Honkanen H, Piaggio C, Barlfai G, Erdenetungaiag K Cemzell-Oanielsson K, et al, WHO mulhnational study of three misoprostol regimens after mifepris- 
tone for early medical abortion. 1: Efficacy. WHO Research Group on Post-Ovulatory Methods for Fertility Regulation. BjOC 2003;1 10:808-18. 
treinin MD, Fox MC, Teal S, Chen A, Schaff EA, Meyn LA A randomized comparison of misoprostol 6 to 8 hours versus 24 hours after mifepristone for abortion. MOD 
Study Trial Croup. Obstet Gynecol 2004;103:851-9. 

flCreinin MD, Vitbnghoff E, Schaff E, Klaisle C, Darney PD, Dean C. Medical abortion with oral methotrexate and vaginal misoprostol. Obstet Gynecol 1997;90:61 1-6, 
'’Creinin MO, Carboneil )L, Schwartz 11, Varela L, Tanda R, A randomized trial of the effect of moistening misoprostol before vaginal administration when used with 
methotrexate for abortion. Contraception 1999;59:11-6. 

Vi/iebe E, Dunn S, Cuilbert E, lacot F, Lugtig L. Comparison of abortions induced by methotrexate or mifepristone followed by misoprostol. Obstet Gynecol 
2002;99:813-9. 

tjain IK, Dutton C, Harwood B, Meckstroth KR, Mishell DR )r. A prospecbve randomized, double-blinded, f^acebo-controiled trial comparing mifepristone and vaginal 
misoprostol to vaginal misoprostol alone for elective ^ination of early pregnancy. Hum ftcprod 2002;17:1477-82. 


women with pregnancies up to 49 days of gestation, this 
regimen results in a complete abortion rate of 92-96%. 
Between 50 days and 56 days of gestation, however, effi- 
cacy decreases to 82% (28). Although overall efficacy is 
equal to the standard regimen of mifepristone-miso- 
prostol, approximately 15-25% of women using metho- 
trexate regimens may wait up to 4 weeks for complete 
abortion to occur (25, 29, 30). 

Methotrexate is most commonly administered 
intramuscularly at a dose based on body surface area 
(50 mg/m^), the same dose used for the management of 
ectopic pregnancy (31). However, regimens using .50 mg 
of methotrexate orally appear to be as effective as those 
using methotrexate, 50 mg./m- intramuscularly (29, 32, 
33). Misoprostol (800 pg) is administered by the woman 
3-7 days later at home. A follow-up examination is per- 


formed approximately 1 week after methotrexate admin- 
istration; a vaginal ultrasound examination is perfonned 
10 confirm passage of the gestational sac. If abortion has 
not occurred, the misoprostol dose is repeated. Further 
follow-up for women requiring a second dose of miso- 
prostol is performed in 4 weeks unless embryonic car- 
diac activity is still visible on ultrasound examination, in 
which case patients return in 1 week. If gestational car- 
diac activity is present 2 weeks after initiating treatment 
or expulsion has not occurred by the 4-week follow-up 
visit, aspiration is performed. 

Misoprostol Alone 

Misoprostol, 800 pg vaginally, when moistened with 
water, can result in complete abortion rates of 90% in 
women with pregnancies up to 56 days of gestation 
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{10, 34 -38). Studies with iionrnoistened vaginal miso- 
prostol demonstrated lower rates of 50-67% (39-4!). 
Studies showing that misoprostol alone is effective for 
abortion often involve complex dosing regimens or 
require clinician application of the tablets. Additionally, 
this treatment results in significantly higher rates of side 
effects (nausea, vomiting, diarrhea, and fever and chills) 
than those using misoprostol after pretreatment with 
either mifepri.sione or methotrexate (10, 34-37). Recent 
trials with sublingual misoprostol in repeated doses do 
not appear to improve outcome over vaginal misoprostol 
and may cause even more side effects (38, 42). 

A recent randomized, double-blind trial in women 
with pregnancies up to 56 days of gestation compared a 
misoprostol-oniy regimen (800 pg vaginally) with a reg- 
imen of 200 mg of mifepristone orally followed 48 hours 
later by 800 pg of misoprostol vaginally (43). In both 
groups, misoprostol was repeated every 24 hours for up 
to three doses. Complete abortion rates for each regimen 
were 88.0% and 95.7%, respectively (P<.05). The 
women who received mifepristone aborted much more 
quickly and required fewer doses of misoprostol com- 
pared with women who received misoprostol alone. 

Mifepiistone-misoprostol regimens using 200 mg of 
mifepristone orally and 800 pg of misoprostol vaginally 
generally are preferred to regimens using methotrexate 
and misoprostol or misoprostol only for medical abortion. 

Counseling Patients 

Medica) Versus Surgical Abortion 

Patient counseling must first include discussion of preg- 
nancy options to be sure that a woman is certain about 
her decision to have an abortion. If she is uncertain, the 
decision about abortion technique must be delayed until 
she has reached a firm decision, even if the delay means 
that she will be unable to choose a medical option. It is 
important to respect the patient’s autonomy and to sepa- 
rate the decision to terminate the pregnancy from the 
decision about the method to be used. 

After a woman has considered her options and has 
decided to have an abortion, the method must be select- 
ed. Most women seeking early abortion will be eligible 
for both medical and surgical methods. Medical abortion 
should be considered a medically acceptable alternative 
to surgical abortion in selected, carefully counseled, and 
informed women. The general advantages and disadvan- 
tages of each approach (Table 2) should be explained 
early in the counseling process because most women will 
have a clear preference (44, 45). Even among women 
who think they are unsure, most will have .some prefer- 
ence after counseling (44). 


Table 2. Features of Medical and Surgical Abortion 
Medical Abortion Surgical Abortion 


• Usually avt^s invasive procedure 

• Uaially avoids anesthesia 

• Requires two or more visits 

• Days to weeks to complete 

• Avaitole during early pregnancy 

• High success rate (-95%) 

• Bleeding moderate to heavy 
for short time 

• Requires follow-up to ensure 
comprfetion of abortion 

• Patient participation throughout 
a multiple-step process 


• Involves invasive procedure 

• Allows use of sedation if desired 

• Usually requires one visit 

• Complete in a predictable 
period of time 

• Available during early pregnancy 

• High success rate (99%) 

• Bleeding commonly perceived 
as light 

• Does not require foilow-up in ail 
cases 

• Patient participation In a single- 
step process 


Adapted from Breitbart V. Counseling for medical abortion. Am | Obslet 
Gynecol 2000;183:S26-33. 


Counseling and Symptom Management 

Some degree of bleeding and uterine cramping are nec- 
essary for the medical abortion process to occur. Other 
potential side effects of medical abortion include nausea, 
vomiting, diarrhea, warmth or chills, headache, dizziness, 
and fatigue (Table 3). Counseling should emphasize that 
bleeding may be much heavier than menses, potentially 
with severe cramping. The woman should understand how 
much bleeding is considered ux) much. An easy reference 
for the patient to use is soaking of two pads per hour for 
2 hours in a row (46). This is not necessarily a point at 
which intervention is needed but a time when the woman 
should call the health care provider. Whether or not it is 
imperative for the patient to seek emergency care depends 
on how she is feeling, her baseline hemoglobin, whether 
the bleeding seems to be slowing, and how far she is from 
an emergency treatment facility. 

Pain management is especially important lor the 
woman aborting at home. She should be sent home with 
appropriate in.structions for analgesia with over-the- 
counter medications, as well as with prescriptions for 
oral narcotics to use if needed. 

The incidence of each symptom will depend on the 
regimen used, the dose and route of administration of the 
prost^landin analogue, and gestational age. Gastro- 
intestinal .side effects are less common when dry miso- 
prostol is administered vaginally compared with 
regimens that use oral m{.soprostol or moistened vaginal 
mi,soprosto!. Oral ulcers with methotrexate use, although 
rare, have been reported in the literatui'e. 
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Table 3. Incidence of Side Effects in Selected North American Trials of Medical Abortion Regimens* 


InciderKe of Side Effects (%) 

Nausea Vomiting Diairhea Headache Dizziness Thermoregulatory^ 


Trial 

Mife 

Miso 

Mife 

Miso 

Mife 

Miso 

Mife 

Miso 

Mife 

Miso 

Mife 

Miso 

Schaff el 3l(1997)» 

36 

36 

14 

14 

8 

22 

18 

19 

22 

37 

20 

3? 

Schaff et al (1999)5 

45 

43 

13 

26 

11 

23 

14 

13 

15 

28 

14 

32 

Wiebe et al (2002)' 

45 

39 

13 

15 

5 

16 

19 

29 

NR 

NR 

NR 

23 

Creinin (2004)’ 

20 

44 

5 

23 

1 

27 

10 

37 

12 

35 

9 

56 

Creinin (2004)' 

39 

52 

14 

30 

7 

25 

20 

37 

20 

37 

19 

53 


Abbreviations: Mife, mifepristone; Miso, misoprostol; NR, not reported 

'Studies are included only if the incidences of side effects were differentiated between die medications. 

^Fever, warmth, hot flashes, or chtils 

■‘Mifepristone, 600 mg, followed by misoprostol, 800 pg vagtnaily, 36-48 hours later. (Schaff EA, Stadalius IS, Eisinger SH, Franks P. Vaginal miso- 
prostol administered at home after mifepristone (RU486) for abortion, j Fam Pract 1997;44;353-60.) 

^Mifepristone, 200 mg, followed by misoprostol, 800 pg vaginally, 48 hours later. (Schaff EA, Eisinger SH, Stadalius LS, Franks P, Core 8Z, Poppema 
S. Low-dose mifepristone 200 mg and vaginal misoprostol for abortion. Contraception 1999;59:1-6.) 

ilMifepristone, 600 mg, followed by misoprostol, 400 pg orally, 36-48 hours later. (Wiebe E, Dunn S, Cuilbert E, jacot F, Lugtig L Comparison of 
abortions induced by methotrexate or mifepristone followed misoprostol. Obstet Gynecol 2002;99:81 3-9.) 

’Mifepristone, 200 mg, followed by misoprostol, 800 pg vaginally, 6-8 hours later (first row). (Creinin MD, Fox MC, Teal S, Chen A, Schaff EA, 
Meyn LA. A randomized comparison of misoprostol 6 to 8 hours versus 24 hours after mifepristone for abortion. Obstet Gynecol 2004:103:851-9.) 
^Mifepristone, 200 mg, followed by misoprostol, 800 pg vaginally, 23-25 hours later (second row). (Creinin MD, Fox MC, Teal S, Chen A, Schaff 
EA, Meyn LA. A randomized comparison of misoprostol 6 to 8 hours versus 24 hours after mifepristone for abortion. Obstet Gynecol 2004;1 03: 851-9.) 


Need for Follow-up Dilation and 
Curettage 

A failed medical abortion is defined as the presence of 
gestational cardiac activity on vaginal ultrasonography 
2 weeks after the initiation of treatment. No studies have 
assessed the efficacy of additional do.scs of mifepristone, 
methotrexate, or misoprostol after a medical abortion 
failure. Continuing pregnancies, which should be termi- 
nated by surgical evacuation, are typically reponed in less 
than 1 % of women who begin treatment at 49 days of ges- 
tation or less regardless of regimen. 

Intervention guidelines vary for women who have a 
persistent gestational sac seen on ultrasonography with- 
out evidence of embryonic cardiac activity or continuing 
development. Typically, protocols used in mifepristone 
studies define a retained sac 2 weeks after the admin- 
istration of mifepristone as an indication for suction 
evacuation. However, medical abortion studies using 
methotrexate and misoprostol demonstrate that interven- 
tion for a nonviable pregnancy is unnecessary and that 
expulsion will occur, on average, between 22 and 29 days 
after the methotrexate is administered (28, 29, 40, 47, 
48). With this understanding, the mifepristone studies 
performed in the United States over the past 6 years have 
allowed approximately 36 days to elapse after mifepris- 
tone administration before recommending surgical inter- 
vention (18, 19, 22-25, 27). Most commonly, a woman 


who has not aborted and is awaiting delayed expulsion 
will no longer feel pregnant or have medication-induced 
symptoms; the patient will be waiting for the onset of 
bleeding or cramping similar to anticipating the start of 
menses (28). Providers must differentiate this scenario 
from women who have incomplete expulsion of the preg- 
nancy tissue, for whom symptoms can include prolonged 
and irregular bleeding episodes. Early trials of 
methotrexate and misoprostol showed that serial P-hCG 
evaluations did not aid in the diagnosis of incomplete 
abortion. All women with an incomplete abortion pre- 
sented clinically, and the incomplete abortion was not 
diagnosed by increasing or plateaued p-hCG levels (40, 
49, 50). 

Understanding the difference between incomplete 
abortion and the normal course of medical abortion is 
important. The sole purpose of ultrasound examination 
after misoprostol administration is to determine whether 
the gestational sac is present. After expulsion, the uterus 
will normally contain ultrasonographically hyperechoic 
tissue consisting of blood, blood clots, and decidua. 
Rarely does this finding during medical abortion indicate 
a need for intervention. In the absence of excessive 
bleeding, providers can follow such patients conserva- 
tively (5 1 ). 

Overall, large studies demonstrate that less than 
1% of women undergoing medical abortion will need 
emergent curettage because of excessive bleeding 
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( 13 . 22, 52-54). Moreover, the risk of clinically signifi- 
cant bleeding and transfusion may be lower in women 
with pregnancies up to 49 days of gestation compared 
with those beyond 49 days (11); this relative risk will 
vary depending on the regimen used. Still, ju.st as for 
women undergoing surgical abortion, surgical curettage 
must be available on a 24-hour basis for cases of hemor- 
rhage. Clinicians who wish to provide medical abortion 
services either should be trained in surgical abortion or 
should work in conjunction with a clinician who is 
trained in surgical abortion. 

Clinical Considerations and 
Recommendations 

^ What factors determine whether a woman is a 
candidate for medical abortion? 

Gestational Age 

The upper limit of gestational age at which a medical 
abortion regimen is still an option varies depending on 
the types, dosages, and routes of administration of the 
medications. Outpatient treatment with mifepristone- 
misoprostol regimens up to 63 days of gestation and for 
methotrexate-misoprostol regimens up to 49 day.s of ges- 
tation are highly effective. Complete abortion rates 
among all regimens are highest for earlier gestations and 
are clinically .similar in women with pregnancies up to 49 
days of gestation. Between 50 and 63 days of gestation, 
the use of vaginal misoprostol in regimens with mifepris- 
tone results in complete abortion in 96-99% of women 
(18, 22-24, 26, 27, 43, 53, 55), whereas regimens using 
oral misoprostol demonstrate significantly lower success 
rates for these gestational ages. 

Contraindications 

Medical contraindications to abortion with mifepristone 
regimens include confirmed or suspected ectopic preg- 
nancy or undiagnosed adnexal mass, intrauterine device 
in place, current long-term systemic corticosteroid ther- 
apy, chronic adrenal failure, severe anemia, known coag- 
ulopathy or anticoagulant therapy, and mifepristone 
intolerance or allergy. Most clinical trials also exclude 
women with severe liver, renal, or respiratory disease, 
uncontrolled hypertension, cardiovascular disease (an- 
gina, valvular disease, arrhythmia, or cardiac failure), or 
severe anemia. Misoprostol should not be used in women 
with an uncontrolled seizure disorder or those who have 
an allergy or intolerance to misoprostol or other 
prostaglandins. Asthma is not a contraindication because 
misoprostol is a weak bronchodilator. 


Although medical conlraindications are infrequent, 
social or psychologic contraindications to medical abortion 
are more common. Women are not g(X)ci candidates for 
medical abortion if they do not wish to take responsibility 
for their care, are anxious to have the abortion over quick- 
ly, cannot return for follow-up visits, or cannot understand 
the instructions because of language or comprehension 
barriers. Other nonmedical criteria to be considered are 
access to a phone in case of an emergency and acce.ss to 
24-hour emeigency medical treatment (eg, surgical curet- 
tage for hemorrhage). Counseling should include a descrip- 
tion of cramping and bleeding and should indicate that, 
rarely, the pixx:ess may not be completed for several weeks. 

^ Which pretreatment laboratory tests are 
needed? 

No special pretreatment laboratory test.s are nece.ssary for 
medical abortion beyond those for surgical abortion. Con- 
firmation of pregnancy by ultrasonography or pregnancy 
testing is necessary before attempting abortion regardless 
of method. Pretreatment assessment of hemoglobin or 
hematocrit and blaxl typing are imperative, and anli-D 
immune globulin should be administered if indicated. 

► What is the risk of infection with medical 
abortion? 

Endometritis is a rare complication of medical abortion. 
In trials involving more than 500 participants, inlection 
rates typically vary from 0.09% to 0.6% (11, 17, 18, 22, 
23, 27, 56, 57). No data exist to support the universal use 
of prophylactic antibiotics for medical abortion. Five 
cases of death have been reported in women using mife- 
pristone, 200 mg, followed by misoprostol, 800 pg vagi- 
nally, in North America since 2001; all appear to be 
infectious, with Clostridium sordellii identified in three 
of the cases (58). The cause of these infections and the 
relationship of the deaths to mifepristone and misopros- 
tol are still under investigation. Even if related, the death 
rate would be less than 1 per 100,000 mifepristone pro- 
cedures, a rate comparable to that for early surgical abor- 
tion and miscarriage (59). 

► Is ultrasonography useful in the medical 
management of abortion before treatment? 

Gestational age should be confirmed by clinical evalua- 
tion or ultrasonography. Only 85% of U.S. women are 
able to predict gestational age within 2 weeks of the ges- 
tational age assigned by the clinician using ultrasound 
examination (60). Additionally, medical abortion studies 
in U.S. women have found that the gestational age deter- 
mined by LMP was confirmed for only 40-60% of study 
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panicipants (!4, 27, 61). Because efficacy for some reg- 
imens decreases significantly with increasing gestational 
age, the clinical relevance of erroneoUvS gestational age 
assignment will vaiy according to the regimen used. 

Although not required, all major U.S. trials of 
mifepristone or methotrexate have relied on transvaginal 
ultrasonography for dating and follow-up. In France, 
however, clinicians use ultrasonography for preabortion 
screening only when they find a discrepancy between 
uterine size and dating by LMP and when patients pres- 
ent with bleeding or symptoms suggestive of ectopic 
pregnancy. Pregnancy termination services in France are 
offered only by authorized abortion clinics staffed by 
highly experienced providers. The high efficacy and 
safety results in the French trials suggest that this selec- 
tive use of ultrasonography suffices when medical abor- 
tion is provided by experienced clinicians. 

A concern when providing early abortion services is 
the possibility of an undiagnosed extrauterine gestation. 
Although the ectopic pregnancy rate in the general popu- 
lation is cun'ently around 19-21 per 1,{)(X) pregnancies 
(62, 63), ectopic pregnancy rates in studies of women 
seekifig abortion are consistently lower. .A study of surgi- 
cal abortion in women with pregnancies less than 42 days 
of gestation in the United States found the ectopic preg- 
nancy rate to be 5.9 per 1 ,000 pregnancies (64). Similarly, 
the largest published .study of medical abortion involved 
16,369 women with pregnancies up to 49 days of gesta- 
tion, 2 1 of whom were excluded from the analysis because 
of an ectopic pregnancy, yielding an ectopic pregnancy 
rate of 1.3 per 1,000 pregnancies (57). Although ectopic 
pregnancy in a population of women seeking early abor- 
tion is rare, women with significant medical risk factors or 
history (eg, unilateral pain and vaginal bleeding) should 
have pretreatment ultrasonography. 

P- What methods can be used to confirm 

complete abortion? 

Transvaginal ultrasonography offers an efficient means of 
assessing outcome in patients who undergo medical abor- 
tion. Its primary objective is to detertnine if the ge.station- 
al sac is absent (with or without the presence of other 
ultrasonographically hyperechoic tissue). However, 
French clinicians, who have extensive experience with 
medical abortion, use ultrasonography significantly less 
than American clinicians (65). One explanation for this 
difference may be less familiarity with the process by 
both American clinicians and patients; tmother reason 
could be liability concerns in the United States. A study of 
U.S. providers indicated that ultrasonography is perceived 
to be unnecessary to assess abortion outcome for most 
women (66). Researchers asked physicians if they felt 


comfortable with their assessment without, ultrasonogra- 
phy or if they would feel belter in that situation with an 
ultrasound examination to confirm their impression based 
on the patient’s history and physical examination. 
Physicians thought an ultrasound exainiiiation was not 
needed in 60 % of the women who were ultimately found 
to have expelled the gestational sac. However, the gesut- 
tional sac wa.s still present in 29% of women for whont 
physicians believed ultrasonography was not indicated. 

Methods to verify abortion include reports of bleed- 
ing combined with evidence of uterine involution on 
pelvic examination or hCG testing. When misoprostol is 
administered 2-5 days after methotrexate or mifepristone, 
p-hCG concentrations should decrease by at least 
within 1 week of initiating the medication regimen. 
However, performing sensitive serum or urine hCG assays 
(detection threshold, 25-50 mlU/mL) too soon after the 
termination of a pregnancy may result in an eironeous 
diagnosis of failed medical abortion. Two trials using 
methotrexate and misoprostol found that the average time 
to disappearance of ^-hCG is 33-34 days and may take as 
long as 90 days (40, 67). The utility of non.sensitive urine 
hCG assays in follow-up after mifepristone and misopros- 
tol administration warrants investigation. 

In clinical trials with methotrexate and misoprostol, 
only about half of the women who thought they had 
aborted actually had done so (28). Moreover, women 
may experience symptom resolution consistent with a 
complete medical abortion and still have a persistent 
gestational sac (28), or even an ectopic pregnancy (22). 
Tlie importance of patient follow-up must be empha- 
sized because failure rates for medical abortion are high- 
er than those for surgical techniques. 

However, recent data suggest that for most women 
having an abortion with mifepristone and misoprostol, 
no follow-up may be needed other than a telephone 
conversation. One report compared clinicians’ and 
patients' impressions of whether or not expulsion 
occurred based solely on the patient’s history with the 
results of vaginal ultrasonography performed approxi- 
mately i week after initiating treatment (68). When the 
clinician and the patient both thought that expulsion had 
occurred, they were correct 99% of the time. Additional 
studies are needed to validate the premise that such 
women need only a home pregnancy test for follow-up 
and that office evaluation should be required only if 
either the clinician or the patient is not certain that 
expulsion has occurred. 

► Do nonsteroidal antiinflammatory drugs 

affect the success rates for medical abortion? 

Cramping pain for patients who are not undergoing abor- 
tion usually is treated with ibuprofen or other non- 
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Steroidal antiinflammatory drugs (NSAlDs). Although 
NSATDs inhibit the synthesis of new prostaglandins, 
they do not block the action of prostaglandin receptors; 
therefore, such agents vshould not inhibit the action of a 
prostaglandin used for medical abortion. The only 
report to evaluate the effects of analgesics on abortion 
outcome was a retrospective analysis of NSAIDs and 
complete abortion in 416 women who received miso- 
prostol following methotrexate for medical abortion of 
pregnancies up to 56 days of gestation (69). The use of 
ibuprofen did no! seem to interfere with the action of 
misoprostol to induce uterine contractions and preg- 
nancy expulsion. Therefore, NSAIDs such as ibuprofen 
are not contraindicated for women undergoing a med- 
ical abortion. 

^ How should a patient be counseled about 
potential teratogenicity if a medical method 
fails to lead to abortion? 

Because teratogenicity of medical abortifacients 
becomes an important issue if the pregnancy continues, 
patients must be informed of the need for a surgical abor- 
tion in the event of a continuing pregnancy. There is no 
evidence to date of a teratogenic effect of mifepristone. 
However, methotrexate is an antimetabolite that can cause 
fetal anomalies (70, 71). Evidence suggests that miso- 
prostol also can result in congenital anomalies when used 
during the first trimester, possibly due to mild uterine con- 
tractions resulting in decreased blood flow during organo- 
genesis (72). Anomalies associated with misoprostol u.se 
that have been described in the literature include defects 
in the frontal or temporal bones (73) and limb abnormal- 
itiCxS with or without Mobius sequence (masklike facies 
with bilateral sixth and seventh nerve palsy and frequently 
coincident micrognathia) (74-77). No conclusions 
regarding teratogenicity can be drawn from these reports 
because of the extremely small sample size.s. 

► Does medical abortion affect future fertility? 

Future fertility following medical abortion has been 
evaluated only within a 1-year period after medical 
abortion in a group of 93 women who received meth- 
otrexate and misoprostol for abortion (78). Although 
none of the women were actively attempting to achieve 
pregnancy, 25% became pregnant, a rate higher than 
would be expected for a group of women using contra- 
ception. By comparison, another report indicated a 
pregnancy rate of 13% within I year after a first surgi- 
cal abortion (79). 


Swmmarj of 
Reconinieiidatioiis and 
Conclusions 

The following recommendations are based prima- 
rily on good and consistent scientific evidence 
(Level A): 

^ Medical abortion should be considered a medically 
acceptable alternative to surgical abortion in select- 
ed, carefully counseled, and informed women. 

^ The F!M-approved protocol of 600 mg of mifepris- 
tone orally followed approximately 48 hours later by 
400 pg of misoprostol orally is safe and effective for 
medical abortion through 49 days of gestation (cal- 
culated from the first day of the LMP). 

^ Compared with the FDA-approved regimen, 
mifepristone-misoprostol regimens using 200 mg of 
mifepristone orally and 800 pg of misoprostol vagi- 
nally are ass<x:iatcd witli a decreased rate of contin- 
uing pregnancies, decreased time to expulsion, 
fewer side effects, improved complete abortion 
rates, and lower cost for women with pregnancies up 
to 63 days of gestation based on LMP. 

A methotrexate-misoprostol regimen is appropriate 
for medical abortion only in pregnancies up to 49 
days of gestation. Women using this regimen may 
wait up to 4 weeks Cor complete abortion to occur. 
^ Mifepristone-misoprostol regimens using 200 mg of 
mifepristone orally and 800 pg of misoprostol vagi- 
nally are generally preferred to regimens using 
methotrexate and misoprostol or misoprostol only 
for medical abortion. 

^ A patient can administer misoprostol safely and 
effectively, orally or vaginally, in her home as part of 
a medical abortion regimen. 

The following recommendations are based prima- 
rily on limited scientific evidence (Level B): 

► Because teratogenicity of medical abortifacients 
becomes an important issue if the pregnancy contin- 
ues, patients must be informed of the need for a sur- 
gical abortion in the event of a failed abortion. 

► Gestational age should be confiimed by clinical 
evaluation or ultrasonography. 

The following recommendations are based prima- 
rily on consensus and expert opinion (Level C): 

► Surgical curettage must be available on a 24-hour 
basis for cases of hemorrhage, even though less than 
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1 % of women having a tnedical abortion will need a 
curettage because of excessive bleeding. 

► Pretreatment anti-D immune globulin should be 
administered if indicated. 

p No data exist to support the universal use of pro- 
phylactic antibiotics for medical abortion. 
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The MEDLINE database, the Cochrane Library, and 
ACOGN own internal resources and documents were used 
to conduct a literature search to locate relevant articles pub- 
lished between January 1985 and June 2005. The search 
was restricted to articles published in the English language. 
Priority was given to articles reporting results of original 
research, although review articles tutd commentaries also 
were consulted. .Abstracts of research presented at sympo- 
sia and scientific conferences were not considered adequate 
for inclusion in this document. Guidelines published by or- 
ganizations or institutions such as the National Institutes of 
Health and the American College of Obstetricians and Gy- 
necologists were reviewed, and additional studies were 
located by reviewing bibliographies of identified articles. 
When reliable research was not available, expert (pinions 
from obsteirician-gynecoiogisls were used. 

Studies were reviewed and evaluated for quality according 
to the method outlined by the U.S. Preventive Services Task 
Porce: 

I Evidence obtained from at least one properly de- 
signed randonti/.cd controlled trial. 

11-1 Evidence obtained from well-designed controlled 
trials without randomization. 

11-2 Evidence obtained from well-designed cohort or 
case-control analytic studies, preferably from more 
than one center or research group, 
ll-.l Evidence obtained from multiple time series with or 
without the intervention. Dramatic results in uncon- 
trolled experiments also could be regarded as this 
type of evidence. 

ITT Opinions of respected authorities, based on clinical 
experience, descriptive studies, or reports of expert 
committees. 

Based on tlic highest level oi* evidence found in the data, 
reeontmcndaiions ttre provided and graded according to the 
following categories: 

Level A— Recommendations arc based on good and consis- 
tent scientific evidence. 

Level B— Recommendations arc based on limited or incon- 
sistent scientific evidence. 

Level C— Recommendations arc based primarily on con- 
sensus and expert opinion. 
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Abstract 

Problem/Condition: The risk of death from complications of pre^ancy has decreased approximately 99% during the 
twentieth century, from approximately 850 maternal deaths per 100,000 live births in 1900 to 7.5 in 1982. However, 
since 1 982, no further decrease has occurred in maternal mortality in the United States. In addition, racial disparity in 
pregnancy-related mortality ratios persists; since 1940, mortality ratios among blacb have been at least three to four 
times higher than those for whites. The Healthy People 2000 objective for maternal mortality of no more than 3.3 
maternal deaths per 1 00,000 live births was not achieved during the twentieth century; substantial improvements are 
needed to meet the same objective for Healthy People 2010. 

Reporting Period Covered; This report summarizes surveillance data for pregnancy-related deaths in the United 
States for 1991-1999. 

Description of System; The Pregnancy Mortality Surveillance System was initiated in 1987 by CDC in collaboration 
with state health departments and the American College of Obstetricians and Gynecologists Maternal Mortality Study 
Group. Health departments in the 50 states, the District of Columbia, and New York City provide CDC with copies 
of death certificates and available linked outcome records (i.e., birth certificates or fetal death certificates) of ail deaths 
occurring during or within I year of pregnancy. Slate maternal mortality review committees, the media, and individual 
providers report a limited number of deaths not otherwise identified. Death certificates and relevant birth or fetal death 
certificates are reviewed by clinically experienced epidemiologists at CDC to determine whether they are pregnancy- 
related. 

Results: During 1991-1999, a total of 4,200 deaths were determined to be pregnancy-related. The overall pregnancy- 
related mortality ratio was 1 1.8 deaths per 100,000 live births and ranged from 10.3 in 1991 to 13.2 in 1999. The 
pregnancy-related mortality ratio for black women was consistently higher than that for white women for every charac- 
teristic examined. Older women, particularly women aged >35 years and women who received no prenatal care, were at 
increased risk for pregnancy-related death. The distribution of the causes of death differed by pregnancy outcome. 
Among women who died after a live birch {i.e., 60% of the deaths), the leading causes of death were embolism and 
pregnancy-induced hypertension. 

Interpretations The reported pregnancy-related mortality ratio has substantially increased during 1991-1999, prob- 
ably because of improved ascertainment of pregnancy-related deaths. Black women continued to have a 3-4 times 
higher pregnancy-related mortality ratio than white women. In addition, pregnancy-related mortality has the largest 
racial disparity among the maternal and child health indicators. Reasons for this difference could not be determined 
from the available data. 

Public Health Actions: Continued surveillance and additional studies should be conducted to monitor the magnitude 
of pregnancy-related mortality, to identify factors that contribute to die continuing racial disparity in pregnancy- 
related mortality, and to develop effective strategies to prevent pregnancy-related mortality for all women. In addition, 
CDC is working with stale health departments, researchers, health-care providers, and other stakeholders to improve 
the ascertainment and classification of pregnancy-related deaths. 
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Introdyction 

The reduction of maternal mortality is one of the Healdiy 
People 2010 objectives for the United States. This objective is 
a public health priority with the same goal as the Healthy 
People 2000 objective of no more than 3.3 maternal deaths 
per 100,000 live births (/-2).The risk of death from compli- 
cations of pregnancy decreased substantially during the twen- 
tieth century, from 850 maternal deaths per 100,000 live births 
in 1900 to 7.5 in 1982, according to official U.S. vital statis- 
tics (3). However, this progres.s halted in 1982, and the mor- 
tality ratio has fluctuated between seven and eight maternal 
deaths per 100,000 live births since that time In addi- 
tion. a continuing disparity exists in the risk for pregnancy- 
related death between black women and white women. The 
pregnancy-related mortality ratios (pregnancy-related deaths 
per 1 00,000 live births) for black women are 3-4 dines higher 
chan for white women {6-10). Prevention of mortalit)' attrib- 
utable to pregnancy is a primary public health objective. FV^- 
nancy complications remain an important concern for clinical 
medicine and for the health-care system. 

In 1987, CDC’s Division of Reproductive Health, in col- 
laboration with state health departments and the American 
College of Obstetricians and Gynecologists (ACOG) Mater- 
nal Mortality Study Group, established the Pregnancy Mor- 
tality Surveillance System (PMSS) (//).This system provides 
ongoing surveillance of all pregnancy-related deaths reported 
through individual state health departments, maternal mor- 
tality review committees, media, and individual providers. 
Therefore, PMSS permits increased precision in measuring 
the magnitude of pregnancy-related mortality and identify- 
ing the groups at increased risk of death than do systems rely- 
ing on death certificate data alone. This report summarizes 
the analysis of identified pregnancy-related deaths in the 
United States during 1991-1999, 

Methods 

PMSS collects data regarding all reported deaths that are 
causally related to pregnancy. The first step is to identify ail 
deaths occurring during pregnancy or within 1 year of preg- 
nancy. Methods used to establish this temporal relation be- 
tween pregnancy and a death included 1 ) a pregnancy check 
box had been marked on the death certificate, 2) the death 
certificate had indicated that the woman was pregnant at the 
time of death, or 3) the death certificate of the reproductive- 
aged woman had been matched with a birth certificate or fe- 
tal death certificate for a delivery that occurred within 1 year 
before the woman’s death. 


Health departments in the 50 states, the District of Colum- 
bia, and New York City voluntarily provided CDC with cop- 
ies of death certificates that were causally relared to pregnancy. 
For deaths that occurred after a live birth or stillbirth, the 
matching birth or fetal death certificates were also provided 
by the health departments. In addition to requesting certifi- 
cates of deaths that are causally related to pregnancy, begin- 
ning with deaths occurring in 1991, states were :isked to send 
certificates of all deaths that occurred during pregnancy or within 
1 year of pregnancy, regardless of the cause of death or relation 
between pregnancy and the death. Pregnancy-related deaths 
occurring during 1991-1999 are reported because these are the 
most recent data available that have not been published previ- 
ously in an MMWR Surveillance Summary. 

Data were coded after review of all available information 
from death certificates (including notes written on the mar- 
gins of death certificates), maternal mortality review com- 
mittee reports, autopsy reports, and matched birth and fetal 
death certificates. Matched birth certificates or fetal death 
certificates were available for the majority of women who 
delivered a iive-born or stillborn infant. These certificates pro- 
vided information not otherwise available on the death cer- 
tificate (e.g., prenatal care and live birth order). Data 
concerning all deaths were reviewed and classified by clini- 
cally experienced medical epidemiologists at CDC regarding 
the immediate and underlying cause of death, associated ob- 
stetric conditions, and the outcome of pregnancy. 

in this report, a woman’s death was classified as pregnancy- 
related if it occurred during pregnancy or within 1 year of 
pregnancy and resulted from 1) complications of the preg- 
nancy, 2) a chain of events that was initiated by the preg- 
nancy, or 3) the aggravation of an unrelated condition by the 
physiologic effects of the pregnancy or its management (//). 

Pregnancy-related mortality ratios were calculated by using 
the number of deaths obtained from the PMSS (numerator) 
and live-birth data (denominator) obtained from the 1991- 
1999 national natality files compiled by CDC’s National 
Center for Health Statistics {12), This standard live-birth 
population included ail women who delivered a live birth 
during 1991-1999. 

For both the numerator and the denominator of pregnancy- 
related mortality ratios, race was defined as the race of the 
mother and classified as white, black, or other. Other races 
included Asian/Pacific Islander, American Indian/ Alaska Na- 
tive, and chose reported as other. Ail pregnancy-related deaths 
of women with unknown races (n = 19) were proportionally 
redistributed into known categories. Because of the limited 
number of pregnancy-related deaths in the other race category 
(n = 208), data regarding ocher race were not included for 
race-sp«:ific analyses. 
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The womens ages at the time of death were grouped into 
standard 3'year intervals. Education information was obtained 
from either the death, birth, or fetal death certificatesandwas 
based on the total years of education completed at the time of 
death. The analysis of education was restricted to women aged 
>20 years, an age by which the majority of women would have 
had the opportunity to graduate from high school. The state of 
Georgia did iiot report maternal education during 3 years of 
the surveillance period (1997-1999); therefore, women who 
died in Georgia were excluded from analyses by education. 
Marital status was categorized as married (currently married) or 
unmarried (never married, divorced, separated, or widow^). 

Information concerning prenatal care and live-birth order 
were limited to women who delivered a live-born infant, be- 
cause these data were not consistently available for women 
who had a stillbirth or abortion. Onset of prenatal care was 
categorized as initiation in the first, second, and third trimes- 
ters, or no prenatal care. Live birth order, defined as the num- 
ber of live births including the index pregnancy in which the 
woman had delivered, was used as a proxy for parity. Time 
interval, defined as number of days between the end of preg- 
nancy and maternal death, was calculated and used as a cat- 
egorical variable. 

Ail analyses were performed by using SAS® software system 
{IS)- Logi.sric regression was based on maximum likelihood 
estimation methods and used to test the significance of the 
change in mortality ratios over time and to compute 95% 
confidence intervals and associated p values. However, because 
of the high number of live births in each year (approximately 
4 million live births per year), a limited increase in the mor- 
tality ratio over time could lead to a staciscically significant 
result. Ninety-five percent confidence intervals were provided 
for risk ratios by using the associated standard errors (14). 
Unless otherwise stated, all p values <0.05 were considered 
statistically significant. 

Results 


The overall pregnancy-related mortality ratio was 11.8 deaths 
per 100,000 live births for the 9-year surveillance period. The 
ratio sigjiificandy increased from 10.3 in 1991 to 13.2 in 1999 
(p<0.001 for trend) (Figure 1). The pregnancy-related mor- 
tdity ratio differed by maternal age; the risk for pregnancy- 
related death increased .substantially among women aged >35 
years (Table 1). Women aged >40 years had a pregnancy-related 
mortality ratio that was two times higher than that among 
women aged 35-39 years and approximately 4 times higher 
than W'otnen aged 30-34 years. Race was strongly associated 
with pregnancy-related mortality; black women were approxi- 
mately four times more likely to die from pregnancy-related 
causes than were white women (Table 1). 

Race-specific pregnancy-related mortality ratios were higher 
for black women than for white women of all ages (Figure 2). 
In comparison with pregnancy-related mortality ratios for 
white women, excess risk for black women increased substan- 
tially with age and was most evident at aged >39 years (i.e., 
the ratio was 5.5 times higher for black women). Overall, the 
risk for pregnancy-related death among unmarried women 
was higher than that among married women (Figure 3). How- 
ever, the pattern of this risk differed for black women and 
white women. The mortality ratio for black married women 


FIGURE 1 . Pregnancy-related mortality ratios,* by year death 
— United States. 1991-1999 



1991 1992 1993 1994 1995 1996 1997 1 998 1999 
Date of death (yr) 

'Deaths per 100,000 live Wrths. 


During 1991-1999, a total of 7,342 deaths were reported 
to PMSS. Of these, 2,919 deaths occurred during pregnancy 
or within 1 year ofpregnancybutwere not causally related to 
pregnancy. Although causally related to pregnancy, 1 06 deaths 
were excluded from this analysis because the time interval 
between the end of pregnancy and maternal death exceeded 1 
year, and 1 1 7 deaths were excluded because whether the death 
was related to a pregnancy was unknown. The remaining 4,200 
deaths were used as the basis for this analysis. A matched birth 
certificate was available for 93% of deaths that occurred after 
alive birth, and a matched fetal death certificate was available 
for 88% of deaths that occurred after a stillbirth. 


TABLE 1 . Pregnancy -related mortality ratios (PRMR)* and risk 
ratios, by age group and race — United States, 1991-1999 
Category No. deaths PRMR Risk ratio 95% C.t.f 


Age group (yrs) 

519 393 8.6 Referent 

20-24 863 9.6 1.1 (0.8-1.5) 

25-29 938 9.4 1.1 (0.8-1.5) 

30-34 968 12.0 1.4 (1. 1-1.8) 

^-39 749 21.6 2.5 {2.0-3.2) 

>40 289 45.4 5.3 (4,2-e.6) 


Race 


White 2,293 8.1 Referent 



* Deaths per 100,000 live births. 
tConfkJence interval. 
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FIGURE 2. Pregnancy-related mortality ratios,* by age and 
race — United States, 1991-1999 



Age group (yrs) 

’ Deaths per 100,000 live births. 

FIGURE 4. Pregnancy-related mortality ratios,* by age and 
education'^ — United States, 1991-1999 



Age group (yrs) 


’ Deaths per 1 00,000 live twrtfis. 

^ Excludes women aged <20 years and exdudes women who died in Geor^. 

was higher than that for black unmarried women; the ratio 
was lower for white married women compared with white 
unmarried women. Overall, women who had >12 years of 
education had the lowest pregnancy-related mortality ratio. 
The risk for pregnancy-related death decreased with increas- 
ing levels of ^ucation among women aged 25-39 years (Fig- 
ure 4). At all levels of education, pregnancy-related mortality 
ratios for black women were 3-4 times higher than ratios for 
white women. 

The most frequent pregnancy outcome associated with a 
pregnancy-related death was live birth (60%), followed by 
undelivered pregnancy (10%), and stillbirth (7%) (Figure 5). 
The outcome of pregnancy at the time of death was not known 
for 552 (13%) of the women. The only significant differences 
between black and white women in relation to pre^ancy 
outcomes was the higher percentage of ectopic pr^nancy (8%) 
among black women than among white women (4%) 
(p<0.001). Of women who died after a live birth, 4% had not 


FIGURE 3. Pregnancy-related mortality ratios,* by race and 
marital status — United States 1991-1999 
40 


30 

g 

■S 20 


10 


0 

All White Black 


• d1 ^ 



Race 

'Deaths per 100,000 live births. 


FIGURE 5. Distribution of pregnancy-related deaths, by 
outcome of pregnancy — United States, 1991-1999 



Ectopic 

6 % 

Stillbirth 

7% 


Live birth 
60% 


received any prenatal care, and 24% had missing data regard- 
ing prenatal care. Mortality ratios for each trimester of prenatal- 
care initiation were 3-4 times higher for black women than 
for white women (Table 2). Overall, the pregnancy-related 
mortality ratio was 3-4 times higher among women who re- 
ceived no prenatal care compared with women who received 
any prenatal care. Women who received no prenatal care were 
more likely to have had ^5 previous live births and have fewer 
years of education. 

Among women whose pregnancies resulted in a live birch, 
the risk for pregnancy-related death increased with increasing 
live-birth order (Table 2). For both white and black women, 
the pregnancy-related mortality ratios were approximately 2 
times higher for women after the delivery of a fifth or higher 
live birth than for women after a first live birth. Overall, a 
three- to fourfold disparity exists in pregnancy-related deaths 
for black women compared with white women for each level 
of parity. 

The leading causes of pregnancy-related death were embo- 
lism (20%), hemorrhage (17%), and pregnancy-induced hy- 
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Of the 1 16 women who died as a result of cardiomyopathy, 
45% died during 43-365 days after the end of pregnancy. 


Discussion 

The Healthy People 2000 and Healthy People 2010 obja:- 
tives address the same goal for reducing maternal deaths to 
3.3 maternal deaths per 100,000 live births { 1 - 2 ). However, 
this goal was not met by the year 2000, and substantial im- 
provement is needed to attain the goal by 2010. The 
pregnanc)^'related mortality ratios reported by the PMSS in- 
creased from 10,3 deaths per 100,000 live births in 1991 to 
13.2 in 1999. This increase in the pregnancy-related mortal- 
ity ratio probably reflects the enhanced ascertainment of cases 
for this surveillance system (e.g., increased use of link^es, 
pregnancy check boxes, and the new request to identify all 
deaths during pregnancy or within 1 year of pregnancy). 

Embolism, hemorrhage, and pregnancy-induced hyperten- 
sion complications were the leading causes of pregnancy- 
related deaths during 1991-1999 (7). Although a substantial 
reduction in the percentage of deaths attributable to these 
causes has occurred during the previous two decades { 9 , 15 ), 
the percentage of deaths attributable to cardiomyopathy and 
other medical conditions increased during the surveillance 
period (id). The increase in the number of cardiomyoparhy- 
reiaced deaths and deaths attributable to other medical 
conditions likely reflects improved ascertainment of preg- 
nancy-related deaths by linking death certificates of women 
to live and stillbirths occurring within 1 year of the mother’s 
death. The increasing number of deaths caused by other medi- 
cal conditions might also be affected by changes in the age 
distribution of women giving birth. Women in the United 


FIGURE 6. Distribution of prsgnancy-reiated deaths, by cause 
of death and time interval* United States, 1991-1999 



■ >42 days 

■ 3-42 days 
S J-7 days 
S 1—2 days 
□ <1 day 


' Number of days between the end of pregnancy and materrial death. 
^Pregnancy-induced hypertension. 

§ Cerebrovascular accident. 

^The majority of the other medical conditions were cardiorascular, 
pulmonary, and neurcriogic problems. 


Slates are becoming pregnant at older ages, and the preva- 
lence of chronic medical conditions increases with age { 17 - 
18 ). In addition, older women are at increased risk for 
pr^anc)'-rebted death {7-10) and adverse reproductive health 
ouK»mes, particularly women aged >35 years {17, 19). 

Pn^ancy-related mortality ratios continued to be 3-4 times 
hitter for black women than for white women {6—10). In ad- 
dition, the pregnancy-related mortality ratios for black women 
ago! >39 years were particularly high in comparison with white 
womoi in the same age group (7, 19). The risk for pregnancy- 
related death resulting from cardiomyopathy and complications 
of anesthesia were both approximately 6 times higher for black 
women dian for white women. 

Among women aged >20 years, higher levels of education 
were associated with decreasing pregnancy-related mortality 
r^os; however, pregnancy-related deaths for black women 
were 3-4 rimes higher than that for white women at any edu- 
cation level. Although the overall risk for pregnancy-related 
death was higher among unmarried women than among mar- 
ried women, this association varied by race. Black married 
women had a higher mortality ratio than black unmarried 
women, and the inverse was observed for white women. 

Of all maternal deaths that occurred after a live birth, 56% 
of the women received early prenatal care (i.e., during the 
first trimester) as recommended { 20 ), but 4% received no 
prenatal care at all. Overall, women who received any prena- 
tal care have a lower risk for pregnancy-related mortality in 
comparison with women who received no prenatal care. 
Pregnancy-related mortality ratios for black women were 
higher at each level of prenatal-care initiation than ratios for 
white women. In addition, the reduction in mortality ratios 
among women who received prenatal care compared with 
women who received no prenatal care was higher among white 
women than among black women. Differences exist, by race, 
in the content of prenatal care for black women and white 
women { 21 - 24 )‘, black women often receive fewer services 
and insufficient health-promotion education during their pre- 
natal visits { 24 - 27 ). However, the relation between these pre- 
natal care indicators (i.e., content of prenatal care and number 
of visits) and pregnancy-related mortality is not clear. 

The characteristics evaluated in this report confirmed the 
racial disparity in pregnancy-related deaths, but the reasons 
for disparities could not be determined from the available 
data. Whether the racial disparity might be related to differ- 
ences in the seriousness of morbidity, differences in diagnosis 
and treatment of pregnancy-related complications, or a com- 
bination of these factors is unclear. These factors, although 
not measurable through routine surveillance, probably con- 
tributed to the increased risk for pregnancy-related death 
among black women. Race might also serve as a marker for 
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other sociodemographic risk factors and cultural differences 
(28-30). However, the sources from which data were obtained 
for this surveillance system had limited information concern- 
ing sociodemographic indices, family and community condi- 
tions, and other factors that might be associated with the 
differences in pregnancy-related mortality between black and 
white women. 

Umitatiaris 

Limitations should be considered in the analysis of 
pregnancy-related mortality during 1 99 1-1 999- Although as- 
certainment methods have improved, pregnancy-relared deaths 
were undetected (9, 16,3 1 -33) ■ Because this report is based 
on data provided voluntarily by state health departments in 
the 50 states, the District of Columbia, and New York City 
{which registers birrhs and deaths separately from New York 
state), methods used to idencil)' death certificates differed by 
reporting area. 

For 1991-1998, the majority of reporting areas identified 
deaths by the International Classification of Diseases, Ninth 
Revision (ICD-9), codes 630-676 (36). Beginning in 1999, 
the International Classification of Diseases, Tenth Revision (ICD- 
10), was used; however, the use of ICD-10 has not been fully 
implemented by all reporting areas. Seventeen reporting areas 
include a check box on their death certificate to indicate 
whether pregnancy had recently occurred (37). The inclusive 
time interval (i.e., interval between the end of pregnancy and 
death) used in the check box is inconsistent and varies by 
state, from 42 days to 1 8 months. Using a clieck box has been 
helpful for health departments to identify additional deaths 
chat occurred during a specified time frame (37). However, 
death certificates ascertained by check box alone did not con- 
tain enough information to establish that a caasal relation also 
existed between pregnancy and death. In addition, the increased 
use of linkages of death certificates of women of reproductive 
CO live birth or fetal death records occurring within the year 
before death substantially improves ascertainment of pregnancy- 
related deaths associated with live-birth or fetal-death outcomes 
(16,31-33,38), However, this linkage of vital records does not 
identify pregnancy-related deaths chat do not generate a record 
of pregnancy outcome (e.g., ectopic pregnancies and undeliv- 
ered events) (35^). 

Although having the matched birth or fetal death certifi- 
cates with maternal death certificates improved the quality 
and quantity of the available information regarding the 
pregnancy-related deaths, the assessment of circumstances 
leading to pregnancy-related death was limited by the absence 
of detailed clinical data. Pregnancy-related death encompasses 
a complex combination of etiologies and pregnancy outcomes. 


Mid the underlying risk factors associated with death vary with 
cause of death and pregnancy outcome. A more accurate clas- 
sification can be made if the medical information (the lower 
section of the birth record) is included, but this information 
b not consistently provided. In addition, certain states are 
now providing to CDC computer-generated reports that do 
not include details needed to optimally classify deaths. How- 
ever, CDC is working with state health departments, research- 
ers, health-care providers, and other stakeholders to improve 
the ascertainment and classification of pregnancy-related deaths. 

Public Health Measures 

Although death, s attributable to pregnancy are rare, each 
death needs to be identified and carefully reviewed at the state 
level. To accurately identify causes of pregnancy-related mor- 
tality in the United States, complete and consistent reporting 
is needed (40). Additional sources of data, including review 
of the medical and social circumstances of the death, are nec- 
essary to understand the effects of medical care, socioeco- 
nomic status, access to and content of prenatal care, social 
environment, and lifestyle on the sequence of events that lead 
to pregnancy-related deaths. 

The continuing disparity in pregnancy-related mortality be- 
tween white and black women indicates the need to identify 
the differences that contribute to excess mortdity among black 
women. Specific interventions should be developed to reduce 
pregnancy-related mortality, especially among black women. 

Pregnancy-related deaths are underreported, and the true 
number of deaths related to pregnancy might increase from 
30%-150% with active surveillance (16,31-33). Therefore, 
improved surveillance and additional research arc needed to 
assess the magnitude of pregnancy-related deaths, fiirther iden- 
tify potential risk groups, and investigate the cau.sal pathway 
that led to the death (41). The use of ICD-1 0 and the revised 
death certificate will assist in identifying additional maternal 
deaths. The proposed revision includes a pregnancy check 
box as a standard element with designated time intervals be- 
tween the end of pregnancy and death to more effectively 
identify deadhs that are potentially associated with pregnancy. 

This report provides results from a national population- 
based data set with sufficient numbers to examine trends and 
major risk foccors for pregnancy-related mortality. It provides 
information that is needed to develop effective strategies to 
prevent pregnancy-related mortality for all women. 
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SPECIAL REPORT 


Abortion Reporting in the United States: 

An Examination of the Federal-State Partnership 

By Rebekah Saul 


Over the past three years, several events 
have led policymakers, public health of- 
ficials and the general public to focus re- 
newed attention on abortion data in the 
United States, The information that is 
available on how many abortions are per- 
formed, when they take place and what 
methods are used has contributed to the 
public policy debate, but it also has proven 
inadequate in some instances to answer 
all the questions being asked. 

For example, in 1 995 Ohio ou tlawed di- 
lation and extraction abortions, an event 
seen by opponents of abortion as the first 
victory in a national campaign to ban pro- 
cedures they later dubbed "partial birth" 
abortions, The proposed federal "Partial- 
Birth Abortion Ban Act" has intensified 
the debate over abortion procedures, late- 
term abortions and, ultimately, the inci- 
dence and timing of abortions in general 
Yet the debaters were often frustrated be- 
cause specific data on the frequency of 
late-term abortions are limited, and data 
on the use of dilation and extraction do not 
exist either at the state or national level. 

Moreover, at around the same time. 
Congress enacted a federal welfare reform 
law, the Personal Responsibility and Work 
Opportunity Reconciliation Act of 1996. 
Among several provisions intended to dis- 
courage out-of-wedlock births is the so- 
called illegitimacy bonus: Every year, for 
the next four years, the federal govern- 
ment will award $20 million each to the 
five states that can demonstrate the largest 
reduction in out-of-wedlock births and a 
simultaneous decrease in abortion rates. 
While the legislation establishes 1995 as 
the basel ine against wh ich reductions and 
increases will be measured, it does not ad- 
dress the limitations of abortion data col- 
lection efforts, which pose a significant 
challenge for accurately establishing a 
baseline level of abortion in many states, 
as well as for establishing accurate sub- 
sequent levels. 


In 1996, as well, the Food and Drug Ad- 
ministration (FDA) took significant steps 
toward approxnng the use of medical (non- 
surgical) abortion in the United States, es- 
se»>Hal}y by "preapproving" the use of 
mifepristone, popularly know'n as RU 486, 
as an aborlifadent; fin^ approva I is pend- 
ing infomnaticm on manufacturing and la- 
beling. In addition, R) A cleared toe way for 
clinical study by U .S. health care providers 
of a combination of two other drugs — 
methotrexate and m^prosto! — used to in- 
duce early nonsuipcal abortions. 

While it remains to be seen to what ex- 
tent the advent of medical (nonsurgica!) 
abortions will actually change the provi- 
sion of abortion services in the United 
States, it is at least possible that such abor- 
tions will be administered by health care 
providers who, for whatever reasons, 
have been reluctant to provide surgical 
abortions. If new providers do indeed 
emerge, incorporating abortion reporting 
by these providers into current reporting 
procedures will be critical both to mea- 
suring the number of abortions provided 
in the United States, and to monitoring the 
drugs' use and safety. Furthermore, be- 
cause medical abortion is used primarily 
in the first seven weeks of pregnancy, the 
provision of nonsurgica! abortion may 
lead to a shift in the timing of abortions. 
Documenting this shift might prove im- 
portant to the abortion debate, since many 
individuals support early abortion but 
grow increasingly uncomfortable with the 
procedure as the pregnancy continues. 

The Centers for Disease Control and Pre- 
vaition (CEXH), toe government agency cur- 
rently responsible for compiling U.S. abor- 
tion data, has been criticized by some 
people for its inability to answer all abor- 
tion-related irquiries— particularly, detailed 
questions relating to late-term abortions. 
However, such criticism does not consider 
that — in keeping with vital statistics tradi- 
tion — CDC obtams ife data through a vol- 


untary federal-state partnership in which 
states are responsible for collecting and 
managing data ur accordance with their 
owm policies and systems, and submitting 
the iirfonnation to the federal government. 
As a result, states ultimately determine the 
quality and availability of national, gov- 
ernment-generated abortion data. 

Background 

History ofU.S. Vital Statistics 
The maintenance of vital records in the 
United States dates back to the 1600s, when 
colonies voluntarily or by law- kept regis- 
ters of births, deaths and marriages. This 
early recordkeeping was done primarily 
to protect individual rights; records were 
regarded as legal documents necessary for 
posterity and to ensure just admbiistration 
of iitoeritance and other laws. During the 
17th and 18th centuries, recognition of the 
utility of vital records as a public health 
tool grew, and local health boards began 
using death records to trace epidemics and 
evaluate community health.^ 

In the 1800s, several states and cities 
adopted laws governing toe organization 
of public health agencies, and government 
maintenance of vital statistics emerged as 
an important public health function. Coir- 
gress created the National Board of Heal tit, 
which (in conjunction with toe U.S. Bureau 
of the Census) was to spearhead establish- 
ment of a national vital statistics system. By 
1900, the Census Bureau had developed toe 
first standard certificates of birth and deatli, 
and in 1907 submitted the first in a series of 
model vital statistics bills to the states, 

In 1946, responsibility for national vital 
statistics w'as transferred from the Census 
Bureau to the U.S. Public Flealth Service, 
which made two significant moves a 
decade later: It developed and issued the 
first standard records of marriage and di- 
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vorce or annulment, and it issued the Cer- 
tificate of Fetal Death (which later became 
the U.S. Standard Report of Fetal Death). 

The National Center for Health Statis- 
tics (NCI iS) was established in 196^ to col- 
lect statistics on a broad range of health 
topics, to conduct relevant research and 
analysis, and to publish vital statistics 
data. Nevertheless, the primary respon- 
sibility for collecting, managing and com- 
piling vital records — records of births, 
deaths, fetal deaths, marriage and divorce 
or annulment — lies with the states in ac- 
cordance witii theirown laws, regulations 
and public health agencies. They also sub- 
mit data to the federal government on a 
contractual basis, through which the fed- 
eral government shares in the cost of op- 
erating the state system. 

Reporting Abortions 

The move toward legalization of induced 
abortion in several states during the late 
1960s provided an impetus for distin- 
guishing between spontaneous and in- 
duced termination of pregnancy in re- 
porting. As a result, some states began to 
collect induced abortion data separately, 
while othere aMitinued to record tlie evente 
as feta! deaths. In 1969, witli the original 
intent of monitoring the safety of abortion, 
CDC initiated a national abortion surveil- 
lance system to compile and analyze state- 
generated abortion sStatistics.^ 

Around the time of the landmark 1973 
U.S. Supreme Court decision in Roe v. 
Wade, which legalized abortion in the 
United States, NCHS stepped up its efforts 
to obtain abortion data by attempting to 
install an abortion reporting system on par 
with other vital statistics data collection. 
In 1978, as part of that effort, NCHS in- 
troduced a standard form specifically for 
the reporting of induced abortion — the 
U.S. Standard Report of Induced Termi- 
nation of Pregnancy. It was hoped that the 
NCHS system of collecting abortion data, 
which utilized micro data sets obtained by 
NCHS from the states on a contractual 
basis, would eventually replace the CEKZ 
abortion surveillance system, which relies 
on state-reported aggregate data. 

However, NCHS was under severe fi- 
nancial constraint and failed to fund its abor- 
tion program adequately. This problem 
stymied tire abortion data system's growth. 
At its peak, NCHS obtained abortion data 
from only 15 states, and the program was 
discontinued altogeffier after data year 19^. 

Today, CDC's abortion surveillance sy,s- 
tem remain.? tlie sole governmental source 
of abortion data. The primary responsi- 
bility for recording, collecting and man- 
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aging data rests with tiie states' vital sta- 
tistics agencies, W'hichsubmitdata toCDC 
on a volunter)' basis. CDC retains the fed- 
eral nde erf issuing model legislation, forms 
and guidelines, as well as compiling and 
publishing state information; however, 
CDC does not share in the cost of the state 
data collection. Most recently, with tiie ad- 
vent of medical abortion using such drugs 
as mifepristone and methotrexate, CDC 
led the effort to revise the U.S. Standard 
Report of Induced Terminations of Preg- 
nancy to include medical abortions as a 
type of procedure. 

Challenges to Abotfion Reporting 
Over time, all S3 states have w'restled with 
abortion reporting requirements, because, 
as with all abortion-related issues, re- 
porting has met with controversy. At the 
heart of the issue is whether induced abor- 
tions should be regarded as reportable 
events paralleling births, deaths and fetal 
deaths, or rather as health events to be 
monitored as other surgeries and medical 
procedures are. 

Additionally, some abortion rights sup- 
porters have raised concerns about the in- 
tent of abortion reporting requirements. 
They fear that abortion foes will use the 
laws to deter abortion provision, either by 
making reporting requirements U>o oner- 
ous or by allowing reported data to be 
used to harass service providers or 
women who have obtained abortions. In 
several stales, reporting policies have been 
legally challenged; two cases argued be- 
fore the Supreme Court have upheld re- 
porting requirements. 

When the Supreme Court heard chal- 
lenges to Missouri's 1974 abortion law in 
Planned Parenthood of Central Missouri v. 
Danforth, the justices unanimously upheld 
the law's requirements that all health fa- 
cilities and physicians report all abortions 
to the health departments. The Court con- 
cluded that such recordkeeping is useful 
to the state's interest in protecting the 
health of its female citizens, and that 
recordkeeping and reporting require- 
ments "that are reasonably directed to the 
preservation of maternal health and that 
properly respect a patient's confidential- 
ity and privacy are permissible."^ 

Sixteen years later, the Suprenie Court 
reiterated its position m Danforth when it 
decided on the reporting requirement pro- 
visions of ti^e Pennsylvania Abortion Con- 
trol Act in Planned Parenthood of South- 
eastern Pennsylvania v. C^ey. The decision 
stattxl that "(tlhe collection of information 
with respect to actual patients is a vital el- 
ement of medical r^earch, zind so it can- 


not be said that the requirements .serve no 
purpose other than to make abortions 
.more difficult"^ These decisions largely 
affirmed states' moves to institutionalize 
the reporting of abortion data. 

Data Completeness and Quality 
While i-ssues related to the quality of abor- 
tion data are outside the scope of this ar- 
ticle, two studies that examined the com- 
pIetene.sB and consistency of state abortion 
data deserve mention. They highlight 
some of the limitations of abortion data, 
as well as indicate the potential impact of 
provider education and outreach, en- 
forcement, follow-up and quality moni- 
toring on state abortion data. 

The first {x»ints to the underre}X)rting and 
nonreporting that may occur in some states, 
'fhe 1980 study compared Tennessee abor- 
tion data reported by provider to the Ten- 
nessee Department of Public Health with 
data reported for the state by T'he Alan 
Guttmacher Institute (AGI), which coUects 
abortion data by surveying providers di- 
rectly.^ For 1974, the Tennessee Dc'partnrent 
of Public Health reported only half the 
number of abortions that AGf reported. 

The authors concluded that "underre- 
porting, or more specifically, nonreport- 
ing, by some facilities in Tennessee, has oc- 
curred because clinic and hospital 
administrators did not know that they 
were responsible for reporting abortions 
performed at their facilities and they have 
relied on physicians to do so." In subse- 
quent years, according to the authors, de- 
partment of health staff informed nonre- 
porting clinics of the law, and by 1976 the 
department reported 74% of tlie number 
of abortions that AGI reported. 

The second study illustrates the prob- 
lems that arise both from measuring rare 
events and from human error: A few mis- 
recorded abortions in Georgia dramati- 
cally altered the state's data on third- 
trimester abortions. The authors analyzed 
the accuracy of data on reported third- 
trimester abortions in Georgia by com- 
paring the reported information with ac- 
tual medical records for each case,'’ Upon 
reviewing 86 third-trimester induced 
abortions reported to the Georgia De- 
partment of Health and Human ^rvices 
in 1979 and 1980, the authors found that 
the vast majority of the abortions were 
misreported. Only three procedures could 
be verified as actual third-trimester in- 
duced abortions; 58 of those reported were 
actually fetal deaths in utero, and 15 more 
were first- or second-trimester abortions 
that had been misdassified as third- 
trimester. The researchers concluded that 
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the correct rate of third -trimester abortions 
for Georgia in 1979 and 1980 was 4.3 per 
1 00,0(X) totai abortions, rather than the rate 
of 123.1 per 100,000 abortions reported by 
the state's department of health. 

Abortion Reporting 

As of January 1998, 48 states, the city of 
New York* and the District of Columbia 
collect data on inciuced abortions.'* The 
tw'o non.reporting states, California and 
Oklahoma, have abortion reporting 
statutes on tire books that are not currently 
in effect due to legal actions taken against 
related abortion statutes. 

Laivs 

While 40 states and New York City collect 
abortion da ta as requ ired by state statute, 
these laws vary. In states and New York 
City, induced termination of pregnancy re- 
porting is required specificallyby statute 
(see Table 1). Overall, the laws are simi- 
lar; by and large, they require every hos- 
pital or facility, or attending physician, to 
file a report regularly on each abortion 
performed, usually within a few days of 
the procedure or on a monthly basis. 
These laws mandate that abortion reports 
be submitted to the state department of 
health, state registrar or state vital statis- 
tics officer, ancl that the agency in turn 


"Now York City its (wn vital 

and policies, which arc separate and dishnet from the rest 

of Now York State. 

tin 1996and 1997. Tito Alan Guttmachec Ir»8titute{AGI) 
compiled state abortion reporting requirements uitder 
grant no. (XK)0.S7 from the Department of Health and 
I iuman Seiviccs (Dl-IHS), as part of the department's in- 
terest in assessing the accuracy oJ'pregnancy data in the 
United -States. Toobtain reporting information from the 
states, AGI sent state vital statistics officers a copy of the 
state reporting law from AGI files and a.skcd the offia*rs 
to verity that tlsc law is current, and, If not, to send AGI 
a copy of current law. The officers were also a.skcd to send 
AGI a copy of any current regulations and reporting 
forms. Parts of tiris article are based on information 
gained duiing that effort; however, this rr^rt is neither 
funded by nor represents the views of DHH.S. 

^Suction curettage; medkal{noiwurgic<iI)abor)iim: dila- 
tion anclevacuation; intrauterine in^illation; sharp cuitjt- 
tage; hysterotomy or hysterectomy; and any other method. 
§A chart deta iling which of the 2S elements from t he U5. 
Standard form are used by each of the 52 jurisdictions 
examined in this article is available from the author. 
*'AL, AR, CO, DK, GA, ID, 1I„ IN, MD, MO, NC, ND, 
M I, NY, NV, OH, OR, SC, SD, TN, UT, VT. VA. 

++ AL, A2, Cr. GA, 1-iL ID, n., lA, IN, KS, I A, MH, Ml, MS, 
MO, MT. NIX Nl-:, NV, NY, OI f, PA, KL SD. IN, UT, VT, WA. 
tjU-,lA,VT 

§§AK, DE, KS, KY, ME, Ml, MO, NC, .NE, NH. NJ, OH, 
SD,TX, UT,WA,Wy. 

•tAZ. CT, GA, Hi, ID, n,, IN, LA, MA, MD, Ml, MN, MS. 
.MT,NC, MX NE, NY OH,OR.I‘-Y Id, SIX LT, WA, WI, VVY. 
"JAZ, FL, !L, I. A, Mi, NY, PA, UT, WV. 

•§LA, MN, NE, NH.OH, OR, UT. 
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publish the statistics on a regular basis. 

Approximately half of the state laws 
specify that the department of health or a 
related agency will prescribe and provide 
the atxtrtion reporting form, and several 
states require that tire form be similar to the 
U-S. standard suggested by CDC. Virtual- 
ly all of the statutes iitelude a confidentiality 
provision — either emphasizing that the 
date collected are for statistical use ottiy and 
may be publ^ed in aggregate only, or, at 
a minimum, mandating exclusion of the 
patient's or provider's name on the re- 
porting form or in the published report 

Four additional states — Hawaii, New 
York, Rhode Island and Virginia — are 
legally obligated to collect abortion data 
under broader fetal death reporting 
statutes, rather than under laws specific 
to abortion. The Colorado vital statistics 
agency, meanwhile, collects abortion data 
in accordance with its death certification 
statute, which does not single out fetal 
death or abortion. 

Regulations 

Three states— Arizona, Connecticut and 
Washington — are obligated to collect abor- 
tion data solely by regulations issued by 
their state health agencies (Table 1). Reg- 
ulations in all three echo the typical re- 
porting statute. Nineteen more states have 
regulatory policies that accompany their 
atwrtion or fetal death reporting statutes. 
Such regulations typically reinforce the 
provisions put forth in the state statute 
and provide administrative guidance for 
the reporting system. For example, regu- 
lations might enumerate exactly what is 
required on the reporting form, discrim- 
inate between requirements for different 
types of medical facilities or elaborate on 
confidentiality provisions. 

Voluntary Reporting 
Five states and the District of Columbia col- 
lect abortion da ta on a voluntary basis, and 
their health departments provide forms and 
publish the data — even though no statute 
or regulation requires that abortions be re- 
port^ (Table 1). New Jersey and W^t Vir- 
ginia cite broad state health statutes as pro- 
viding legal authority for a state health 
official teKoliectabcation-related data, while 
in Alaska, Maryland, New Hampshire and 
the District of Columbia, the health de- 
partments do not rely <mt legal authority. 

State Data Collection 

states that collect abortion data utilize 
standardized forms, and most require a 
separate form for each procedure. The 
forms largely solicit the sanw baseiiiie data 


as does the U.S. Standard Report of In- 
duced Termination of Pregnancy: infor- 
mation on the facility (name or address, 
cify and county); demographic informa- 
tion on the patient (her age, marital sta- 
tus, race, general educational level, and 
city, county and state of residence); med- 
ical information on the patient (date of last 
normal menses and number and results 
of previous pregnancies); information on 
the procedure itself (date of termination, 
clinical estimate of fetal gestation and 
method of termination*) and the names of 
the attending physician and person com- 
pleting the report.^ 

However, state forms tend to deviate 
from the U.S. standard In two ways. Many 
states do Jiot requ ire the san\e level of de- 
tail as tlie standard form on those items that 
might identify the facility, patient or at- 
tending physician — only 23 states** and 
New York City, for example, require the pa- 
tient's residential zip code, and only 28 
states** and New York City request infor- 
mation identifying the attending physician. 
While all but three reporting arc'asti request 
information on the type of procedure used, 
only 17 states,^^ New York and the District 
of (Zoiumbia include “medical (nonsurgi- 
cal)“ in the list of abortion procedures, 

Conversely, many states require more 
information than that required in the U.S, 
standard form. Twenty-seven states,** for 
example, inquire about abortion-related 
complications, and several ask for addi- 
tional information on the fetus, such as 
fetal viability, abnormality, length or 
weight. Nine states*^ ask the reason for the 
abortion, and seven*§ request information 
on the woman's contraceptive history. 

Six states and the District of Columbia 
do not use a separate form for each pro- 
cedure. Colorado, New Jersey, Texas and 
West Virginia, which require the same 
basic infoimation on each abortion as doe.s 
the U.S. standard form, record abortions 
in logs that are .submitted to the state 
agency on a regular basis. In Florida, 
Massachusetts and the District of Co- 
lumbia, abortion.^ are reported to health 
agencies in aggregate on a monthly or 
quarterly schedule. 

National Data Collection 
Annually, CDC contacts state vital statis- 
tics agencies to request certain data tabu- 
lations from the previous year. On a vol- 
untar)' basis, states then submit aggregate 
data to CDC in the fornr of the requested 
tabuiatioiis, or as closely as possible, based 
on the state's available data. In 1995, the 
most recent year for which CDC data are 
available, the agency requested data on age 

Family Planning Perspectives 



620 


Tabie 1 . Abortion reporting, by jurisdiction 

Juriscliclioti Type of reporting 


Mandatory j Volun- 



Abor- 

tion 

statute 

Fetal 

death 

statute 

Ftegula- 

lory 

policy 

tary 

Alabama 

X 




Alaska 




X 

Arizona 



X 


Arkansas 

X* 




California 





Colorado 


Xt 



Connecticut 



X 


Delaware 

X 




District of 





Columbia 




X 

Florida 

X' 




Georgia 

X* 




Hawaii 


X 



Idaho 

X* 




Illinois 

X' 




Indiana 

X 




Iowa 

X* 




Kansas 

X 




Kentucky 

X 




Louisiana 

X 




Maine 

X 




Maryland 




X 

Massachusetts 

X 




Michigan 

X 




Minnesota 

X' 




Mississippi 

X‘ 




Missouri 

X* 




Montana 

X 




Nebraska 

X 




Nevada 

X* 




New Hampshire 




X 

New Jersey 




X‘ 

New Mexico 

X- 




New York 


X 



New York City 

X 




North Carolina 

X* 




North Dakota 

X* 




Oltio 

X’ 




Oklahoma 





Oregon 

X* 




Pennsylvania 

X 




Rhode island 


X* 



South Carolina 

X' 




Soutit Dakota 

X 




Tennessee 

X 




Texas 

X’ 




Utah 

X 




Vermont 

X 




Virginia 


X* 



Washirtgton 



X 


West Virginia 




X* 

Wisconsin 

X 




Wyoming 

X 





'A reguialory policy guides abortion data cofiection in addition to 
state statute, t Abortion reporting Is done In accordance with the 
state's death certlTicetlon statute. $A broad health statute provides 
legal authority for abortion-related dataccHlectlon. 


of woman (younger than 15, 15, 16, 17, 18, 
19, 20-24, 25-29, 30-34, 35-39, and 40 and 
older), weeks of gestation (less than or equal 
to 6 weeks, 7 weeks, 8 weeks, 9-10 weeks, 
11-12 weeks, 13-15 weeks, 16-20 weeks, 
and 21 weeks or grater), type of procedure 
(suction curettage, all curettage, intrauter- 
ine saline iiistillation, prostaglandin instil- 
!a tion, hysterectomy or hysterotomy, other, 
unknown), race, Hispanic ethnicity, mari- 


tal statiK, prev'ious live birlte and abortions, 
and sfate of readenc^. As in previous years, 
CDC surveyed abortion providers in non- 
re|x>rting states to estimate the number of 
alxrrtions performed in those states. 

Discussion 

To a great degree, a national system for 
collecting data on induced termination of 
pregnancy is in place, and, by and large, 
states have moved to adopt federal stan- 
dards that Mm to make data complete and 
comparable across state lines. However, 
there remains considerable variability 
among state laws, policies, forms and sys- 
tems, and this vari^ility inevitably affects 
CIX^'s ability to determine accurately 
even the totai number of abortions per- 
formed each year. While state reporting 
has improved over the yeare — and three 
states installed reporting systems for the 
first time in 1997 — AGI reported 13% 
more abortions nationwide than did CDC 
in 1995,^ the latest year for which compa- 
rable abortion data are available. 

This variability also exacts a toll on 
CDC's ability to answer specific questioas 
about abortion in the United States. As 
demonstrated by the review of state re- 
porting forms, there are ccwsiderable dif- 
ferences among states that do require 
abortion reporting in terms of the infor- 
mation they actually collect. Furthermore, 
for the information reported to the states, 
there often are problems with data com- 
pleteness. For example, in CDC's 1995 
state-level sur\'eillance report, data on spe- 
cific variables are missing for a number of 
states. To better assess the quality of state 
data, especially for small or sensitive 
groups, more research like the Georgia 
study is needed. 

At the same time, it is important to un- 
derstand that the information available to 
CDC is limited to thespecific pieces of data 
tiiat the agency requests from the states. For 
©cample, in 1995, in keeping with past years, 
the agency requested aggregated tebulaticMis 
on nine variables, with some limited crc«s- 
tabuiations. Therefore, the agency does not 
haveacce^ tostate<ollected abortion data 
in a record -by-record format, and it cannot 
then sponlaneoa'^y answer questions about 
individual cases or new variables. 

As a result of these data limitations, 
much of the information recently sought 
by decision-makers engaged in the "par- 
tial birth" aborticai debate is currently out 
of CDC’s grasp. Detailed information on 
late-term abortions is unavailable because 


the relatively small number of abortions 
beyond 20 weeks are aggregated into one 
gestational category. Data on certainpro- 
ccdures — including dilation and extrac- 
tion, the medical procedure that most 
closely approximates characterizations of 
"partial-birth" abortion — are also un- 
available because states and CDC collect 
data under broader categories. 

Similarly, current limitations cast doubt 
on the federal government's ability to rely 
on existing data to responsibly award the 
"illegitimacy bonuses" authorized in the 
federal welfare reform law: Doing so would 
presumably require accurate, a)mplete and 
consistent data that is comparable across 
the years — which simply do not now exist. 

Fiiraily, the existing alxirtion surveillance 
system poses challenges to public health 
offidafein their quest to accurately trace the 
use of new, nonsurgical abortion tech- 
niques. Inclusion of the new techniques on 
a significant number of state forms denjon- 
strates a sensitivity to the issue on the part 
of many state vital statistics officers. How- 
ever, ensuring reporting by all new 
providers vvill undoubtedly require in- 
creased education and outreach efforts. 

While some data limitations may bt‘ in- 
trinsic to abortion — and no system is per- 
fect— the quality of CDC's information is 
primarily compromised by the uneven- 
ness of reporting in the states. Policy- 
makers need to assess the value they place 
on accurate abortion statistics and match 
information needs with resources. If ac- 
curate abortion data are as necessary to 
policymaking as recent debate suggests, 
steps need to be taken to bolster the ex- 
isting systems. Doing so first requires fur- 
ther research into the limitations of the 
current systems and data, and a significant 
will to improve state-level data collection 
and management. 
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Campaign for Abortion Pill Supporters seek tests by FDA of French drug for use 
in U.S. 

[NASSAU AND SUFFOLK Edition] 

Newsday - Long island, N.Y, 
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Date: Jul12. 1990 

Start Page: NOPGCIT 

Edition: Combined editions 

Section: NEWS 

Text Word Count: 962 

Document Text 

(Copyright Newsday Inc., 1990) 

Supporters of the French abortion pii! RU486 are beginning an aggressive campaign to bring the drug to the United 
States, but abortion opponents are criticizing the effort as largely symbolic. 

"We need to increase the demand for the drug to be available m hits country," said Joanne Howes, a director of the 
Reproductive Health Technologies Project of Washington, D.C., which is spearheading the drive to introduce the 
RU486 pill, "Women should have all options, and H is an outrage that this method to terminate a pregnancy is not 
available to them." 

While some proporfents acknowledge that the pill may have some drawbacks when compared to surgical abortion 
procedures, they urge its acceptance if only to send a message that more research into reproductive medicine is 
wanted in the United States. 

However, opponents who claim the pill is potentially unsafe are confident that Hie Bush administration's 
anti-abortion position wli keep it from beif>g tested and licensed here. 

"Both sides have realty dug their heels in on this one; there is a lot of symbolic value in how this really comes out." 
said Gary Bauer, a former White House adviser on domestic policy to Ronald Reagan and now president of Uie 
Family Research Council, which opposes abortion. 

Bauer said that if Bush would support Food and Drug Administration licensing of the pill, "he would find himself In 
the middle of a gigantic controversy." Currently, the FDA will not allow mail-order importation of the drug. There is 
no pending application by pharmaceutical companies for its use. 

The drive to step up debate about the pill this summer, which included a Manhattan news conference yesterday, 
comes as Roussel Uciaf, the French manufacturer of RU486, plans to apply for a license to bring it to Great Britian 
this fall in hopes of having it available to women there by late 1991 . Supporters hope that this change in position by 
Roussei's West German parent, Hoechst A.G., - which previously had indicated it would not allow the drug to go to 
other countries - will make it more likely the firm would be willing to allow the pill to be licensed here if the political 
climate became more hospitable. 

"i see a iogicai succession of events which starts with the pill first entering England, That will have a lot of 
consequences," said Dr. Etienne-Emile Baulieu, Uie French scientist who invented the chemical compound. 

Bauileu said in a recent interview that S50 million to $100 million is available from U.S. supporters, which he 
declined to identify, to test the pill and to set up a non-profit organization with clinics that would distribute it to 
women if the drug were licensed. {“"The following appeared in city edition; "It is certainly good but not technically 
better than suction abortion. It is different psychologically. It gives a woman nxire choice," Baulieu said. ***} 

By targeting the medical community, Congress, women's groups and the media, proponents of the pill say they 
hope to pressure the pharmaceutical industry and the Bush adminisfi’alion to test and license the drug. The key to 
their success, Howes said, may be to stress other possible medical benefits of RU486, such as in treatment for 
breast cancer, and to cast the issue in "freedom of research" terms. The drug has had limited clinical tests for use 
as a breast-cancer treatment, but there have been no conclusive results. 

However, even if abortion-rights advocates were to overcome the considerable obstacles raised by the anti-abortion 
lobby, the pill's supporters say its use as an abortion pill would still be al least five to six years away because of ffie 
tesfing process. 

RU486 was developed by Roussel in 1980 and approved for use in France in 1988. Since then, 44,000 women 
have used to the pill to terminate first trimester pregnancies. The drug is most effective when used within three 
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weeks of a missed period. 

The pill interferes with progesterone, a hormOTe that stimulates ttie uterus to nourish the embryo. The piil must be 
followed up several days later with injections of ant^her daig that caus^ the uterus to contract and expel its 
contents, causing menstruation to begin. 

According to Dr. Elisabeth Aubeny, a French doctor and member erf Sie (XHinby's National Consultative Committee 
on Ethics, there was a 5 percent failure rate, requiring additicmal treatment Two women had heart attacks that were 
not attributed to the drugs, but rather to the process under w^ichWie dnigs were administered. 

Aubeny, who met with reporters in WashingtcMi and New York ttiis w©ek as part of the media campaign, said some 
women consider the pill and injections a more natural pror^ss than a surgical abortion. However, critics say the 
repeated doctor's visits are a drawback, and Aubeny noted another potential psychological problem. 

"In these {RU486} cases, the women have tovrait at least four to five hours at the hospital following the procedure. 
And about fifty percent of them see the product of the expulsion." 

A major boost to pill supporters came when the American Medical Association recently urged the testing of RU486 
to determine whether it can be safer and cheaper than surgical abortiorr and whether it has other uses. 

However, the American Academy of Medical Ethics, a group of physicians that opposes abortion, said there was no 
need to relax product-liability standards to rush this drug to market if H really were intended for other uses. 

"Were it not for the nature of the abortion debate, the conversaftons concerning this drug would be normal, low key. 
and we wouldn’t see all this hoopla," said Dr. Curtis Harris, president of Ihe academy. "A number of the drugs for 
AIDS therapy have gone a fast track because there was such a compelling need need for them, There is no 
compelling need for this drug." he said. 

Reproduced with permission of the copyright ownw. Further reproduction or distribution is prohibited without permission. 

Abstract (Document Summary) 

Supporters of the French abortion pill RU486 are beginning an aggressive campaign to bring the drug to the United 
States, but abortion opponents are criticizing the effort as largely symbolic. 

The drive to step up debate about the pill this summer, which included a Manhattan news conference yesterday, 
comes as Roussel Uclaf, the French manufacturer of RU486, plans to apply for a license to bring it to Great Britian 
this fall in hopes of having it available to women there by late 1 991 . Supporters hope that this change in position by 
Roussel's West German parent, Hoechst A.G., - which previously had indicated it would not allow the drug to go to 
other countries - will make it more likely the firm would be willing to allow the pill to be licensed here if the political 
climate became more hospitable, 

By targeting the medical community. Congress, women’s groups and the media, proponents of the pili say they 
hope to pressure the pharmaceutical industry and the [Bush) administration to test and license the drug. The key to 
their success, [Joanne Howes] said, may be to stress other |>osstble medical benefits of RU486, such as in 
treatment for breast cancer, and to cast the issue in "freedom of research" terms. The drug has had limited clinical 
tests for use as a breast-cancer treatment, but there have been no conclusive results. 

Reproduced with permission of the copyright owner. Further reproduction or distribution is prohibited without permission. 
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Secretariat for Pro-Life Activities 
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EMAILi PROUFE®USCCB.ORG • WEBSITE: WWWUSCCB.ORO/PROLIFE 


DATE: May 12, 2006 

FROM: William Ryaa 

O 202-541-3200 
H 202-686-1824 

FOR IMMEDIATE RELEASE 


“HOLLY’S LAW” STILL NECESSARY TO PROTECT WOMEN FROM RU-486 

WASHINGTON — ^The U.S. Food and Drug Administration (FDA) convened a public 
workshop in Atlanta on May 1 1 in response to women’s deaths from the abortion drug RU-486, 
also known as “Mifeprex.” It was co-sponsored by the Centers for Disease Control (CDC) and 
the National Institutes of Health. 

Five American women have died from infections after undergoing RU-486 abortions, and 
another died from an undiagnosed ruptured ectopic pregnancy. Over 800 others have suffered 
serious or life-threatening adverse health effects. Women in Canada, Sweden and the United 
Kingdom have also died after taking RU-486. 

Deirdre A. McQuade, Director of Planning and Information at the USCCB Secretariat for 
Pro-Life Activities, attended the event and observed: “Women seeking elective chemical 
abortions remain at risk with RU-486 on the market.” 

“We continue to call for the passage of Holly’s Law to temporarily suspend FDA 
approval of RU-486 while its approval process is reviewed,” Ms. McQuade said. 

“Holly’s Law” (H.R. 1079) is named in memory of Holly Patterson, a young California 
woman who died from septic shock after undergoing an RU-486 abortion. 

“The CDC workshop is a constructive step, but no substitute for the provisions in Holly’s 
Law, as it neither addresses the distinct risks posed by RU-486 nor offers any immediate 
protection of women’s lives,” Ms, McQuade said. 

##### 
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To; Mark E, Soiider, (IN-OS) Chaimian 

Members of Subcommittee on Criminal Justice, Drug Policy and Human Resources 
Committee on Government Reform 
United States House of Representatives 
109*'’ C'ongress 

From: iVIonty L. Patterson 

Date; June 12, 2006 

Re: Query Concerning Susan Wood’s Testimony 

Hearing Entitled “RU-486 - Demonstrating a Low Standard for Women’s Health?” 


I question if there are ethical issues and a potential conflict of interest surrounding Susan F. 
Wood, PhD, testifying at the Subcommittee Hearing on May 17, 2006. Su-san Wood, former 
FDA Assistant Commissioner for Women’s Health, failed to state affiliations with the pro- 
abortion advocacy organizations which she currently represents. 

Susan Wood is currently a Senior Policy Advisor to the Reproductive Health Technologies 
Project (RHTP). This organization, founded in 1988 by .Marie Bass, a former political 
director of the National Abortion Rights .Action League and Joanne Howes, a former 
lobbyist for Phmned Parenthood Federation of .America, spearheaded an aggressive 
campaign to bring RlJ-486 to the United States prior to FDA approval. As an abortion-rights 
advocacy group, they have targeted the medical community. Congress, women’s groups, the 
media and the general public to build support for RU-486 in this country today. RHTP has 
formed critical alliances with the abortion advocacy community such as Gynuity Health 
Projects, IPAS, the National Abortion Federation, and the National Women’s Health 
Network. Following her FDA resignation, with support from the Open Society Institute, 
RHTP launched the Dr. Susan Wood: FDA Hero Speaking Tour to pro-choice abortion 
groups and providers such as Planned Parenthood, National Abortion Rights Action League 
(NARAL), American College of Obstetrics & Gynecology (ACOG), and Family Planning 
Advocates. 

Without disclosing her affiliation with RHTP, it is my opinion that Susan Wood’s testimony 
lacked both credibility and professionalism. As a professional, she did not display an ethical 
responsibility to society, her colleagues nor herself. Moreover, Susan Wood does not have 
formal training as a medical doctor. She is a Doctor of Philosophy in Biology. Although her 
scientific training as a PhD in Biology is not representative of a medical doctor. Planned 
Parenthood of America’s website displays a ”Meet Dr. Susan Wood” narrative which 
implies her credentials are in the medical profession. Seemingly, Susan Wood has allowed 
an organization wliich supports her to knowingly misrepresent her credentials. Fiuthermore, 
by continuing to use her fonner FDA title without disclosing her current affiliations and bias 
to the pro-abortion organizations which she now represents, Susan Wood exploits that 
official capacity for professional and personal benefit. 
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Susan Wood's stated core commilnient, to improving and advancing women's health is 
troublesome, in light of the fact, she challenges credible scientific and medical opinion that 
RU-486 when used for early medical pregnancy termination may predispose healthy women 
to serious or lethal infections by impairing the innate immune response. In her testimony, 
she states. "Questions have been raised about whether mifepristone (RU-486) is involved 
through suppression of the immune .system. This is a question to be studied, but at this point 
does not seem to be a compelling mechanism,” I question Susan Wood’s authority to make 
such statements as a non medical professional. 

Still, the most tToubling consequence of this testimony is that a pro-choice advocate like 
Susan Wood is eroding the quality of advice to policymakers and the general public in a 
manner that is not serving the best interest of w'omen’s health. Susan Wood, herself, 
testifies. “Please do not allow politics to trump science once again when the health of 
women is at stake.” Yet, Susan Wood plays politics with science. Her political quest in the 
name of science i.s trumping the safely, health and welfare of women. 


Respectively Submitted, 






Mo,nty L. Patterson 
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/ regret to tell you that I am leaving the FDA , and will no longer be serving as the 
Assistant Commissioner for Women 's Health and Director of the FDA ‘ - 

, ' / The r ecant dftcma n announced by the Commissioner about 

emergency contraception, which continues to limit women's access to a product 
that would reduce unintended pregnancies and reduce abortions is contrary to 
my core commitment to improving and advancing women's heaith. I have 
spent the last 15 years working to ensure that science informs good health policy 
decisions. I can no longer serve as staff when scientific and clinical evidence, 
fully evaluated and recommended for approval by the professional staff here, has 
been overuled. I therefore have submitted my resignation effective today. 

I will greatly miss working with such an outstanding group of scientists, clinicians 
and support staff. FDA 's staff is of the highest caliber and it has been a priviledge 
to work with you all. I hope to have future opportunities to work with you in a 
different capacity. 


Sincerely, 


Susan 


EMfld ALERT 
URITE to US 
EMAIL STORY 
RRIMTER FRIENDLY 
NEMS 

Susan Wood, the director of the FDA's Office of Women's Health, resigned last week over the agency's decision to keep the 
morning-after pill, called Plan B, off pharmacy shelves for the forseeable future. The drug, which is essentially a double dose of the 
common birth control pill, lowers the risk of pregnancy by 89 percent and had been easily approved by scientists and staff 
members. Some say it was the safest product they'd dealt with in years. 


The Stalling of Plan B Forces Personal Plan C 

Talking with Susan Wood, so foi merly of the FDA 

by Rachel Aviv 
September Tth, 2005 5:30 PM 


Arguing it didn't know how to keep the pill out of the hands of teenagers— over the objections of agency scientists— the FDA again 
put off a decision. "It's a denial by delay,” Wood says. "I can’t serve as staff when clear evidence is overruled." 


Who made the decision to postpone selling Plan B In pharmacies? 


I don't know, It did not appear to me that any of the professional staff were involved. At every level of the review process, we 
agreed that this was safe, effective, and appropriate for over-the-counter use. The decision was not made in the usual passage. 


Opponents call Plan B an "abortion pill." Is there any logic to this? 


The only connection thjs prodoct . has with aborttohs IS that it prevents th^,-The:p«blic debate baffles me. It's extfao^Snary- 
B delays ovuiatlon. Wo rnattef whVh you believe ilfe'oh;|3fegnanGy begins, this product is tmllkely to ever involve a fertilized eigc 


It's contraception. 


And we have condoms on the shelves, The sponge just came back. I don’t understand. It just doesn't make sense that we 
couldn't all agree that selling Plan B in pharmacies is a good thing. It will significantly reduce abortions. And these are real 
"abortions." These are abortions we all agree are "abortions." 


Concerned Women for America protested against Plan B by saying that rapists could slip the piit to girls in order 
to "hide" their crimes. How do you make sense of this? 


To me it suggests that contraception wili somehow turn men who are not rapists or pedophiles into rapists or pedophiles. It will 
push them over the edge and lure them into it. I find this offensive to the men of the country. I am offended on their behalf. 


Has it been harder to approve new products under the Bush administration? 
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Rulemaking and regulation has slowed— in most cases, but not all cases. Tm trying to avoid— I don't want to be someone who says 
it was politicized. I don't know, I wasn't consulted, I wasn't in any discussions, i wasn’t in the room. That's part of the problem. 
They wouldn't consult the director of the Office of Women's Health for such a decision. 


Did you intend for your resignation to be politically symbolic? 


The decision was a personal one. I didn't expect it to generate this kind of interest. Now that it has, I have to say I hope it serves 
some good. The FDA needs to make its decisions based on science. They need to stick with the evidence. I believe there's quite a 
consensus on the acceptability of this product. The public reaction has tseen almost uniformly favorable. The conservative press 
has gone silent. 


Do you know what you'll do next? No. I don't follow the advice I give to other people, which is to always fine up a job before 
you give up a current one. I resigned without a parachute. 


Choice! Magazine spcfcewiBi Wood about the FDA, her decision to (eave, and her oy«n plan B — educating the country atJout the importance of sound scienc» in making 
decisions about heaift care. 

The Office of Women's Health was not directly Involved with the dectelon on EC, which was handled by the Center for Drug Evaluation and Research. What kind of 
reiadonship did you have with Ure departments ttiat were involved? 

When diff^ent issues would come up at bre different centers, they would caKup(») us or we woiddtftvite ourselves to the table to be part of the discussions. 

So, in die case of Plan B, you weren't inr^ted to the table? 

Well, not at the highest levels. At the level cf the professtonai staff, they (SdnT need us to do the teviCTrcrf the data. They vwre perfectly capable of doing toat. They did keep us 
apprised. We were aware of what was going wi . As the adviswy cwnmittee was b«ng planned, we stayed In touch with what was happening, in an informal way. 

Oid toe process seem to be on the up-and-up at the time? 

There had always been concern — an awareness — that {over-the-cowiter status for EC} might raise a few eyebrows. But internally it was handled fairty. routinely, and 
thoroughly, it wasn’t until after the advisory meebng when thktgs seemed to be gomg down an unusual path. 

In your time at the FDA had you ever seen anything like what happened <mth EC? 

No, and frankly, people who have been at the ^ency a lot lorrger than I had were pretty astonished. 

Plan 8 had been stalled for a long time. Had you considered resigning at any other point in toe process? 

The main p«^t was in May 2004 fwhen the FDA first rejected over-toe-counter status for EC). I was sWI not happy, but at that point I felt two things. 

First, that toe people who were on toe sdenofic prefessional staffweresliBparlof toe cortvereation. They had lost and were upset, but they were still in toere swinging, so to 
speak. They knew what [Intoimation] was coming down as It was coming down. 

Second. I believed Steve Galson [iheacU'rtg director of the FDA's Center for Drug Evaluation and. Research], in that he thoughtwe would begetting [EC) approved in about six 
or eight months, depending on when [Barr Pharmaceuticals, toe manufacturer of Plan 6] came back with toeir application, and that this would be a way toward some form of 
approval. It would not be perfect but it would be partway toere, and toat would be a good toing. 

But [In August), when [P!ar?B) hit toat wall again, It was clear that toe prtrfessiooal staff had no involvement and that this was a way to say no without actuaWy saying no. 

Hsw that you've gone, .wtoo i$ left to advocate from Inskto the FOA? 

Many goodpeopteat FDA are stili. to«e. The Office of Women’s He^ is stn there, l hope it wffl be ^xe to asntinue toe good wrork Itwasable todobetorei Pebj^ to the review 
divisions are sS there, not just m toe reproducdve division, but elsewhere. 

Mycpncemis'if^ either through demoralization of the staff or toe diffiaii^ of recmlttog new steff under these circumstances. tois:'eou)d uIGm^bl.fld'eoroe 
ho{»;n«'. 

How do you see your rote rtow? 

For the near term, I’m tr^ng to take the message to people around the countoy, from different walks of life, of how important it is toat we make our health policy decistons based 
on science and rttediolne and not on anything else, rm not going Into toe Issues of what happened in terms of toe politics, because I wasn't part of toat. I’m stressing how 
Important it Is — from individual health decisions, in terms of readtrg a medictoe iabe). to larger public health decisions, like decisions made by physicians — toat we are able to 
count on the informadon being provided by toe FOA as being accurate and based on sdence. 

The FOA is realty admired and considered toe gold standard around toe world. That'ssometoing toatwedtould beproudofand gratehrlfor, and we have put toat at risk — 
which, to my mind, 1$ realty unacc^table. if I can communicats toat to people, pec^le can take toe next step, which is to in^t toat we do batter, insist on good government 
decision making, and competent governance and that our health dedsions be based on science and medicine. 

You're doing this work In conjunction wito toe Reproductive He<tlto Technologies Prr^ect a nonprofit organization toat is working to get EC available over toe 
counter for U.S. women. Tell us more about tost 

We’re trying to raise foundation money and otoer donations to make it feasible to go out to communities around toe country. 1 think ifs important toat we get beyond toe Beltway, 
beyond toe usual audlerrces. I've spoken at medical schools, law scftods. grassroots organizations, and women's groups, people who care about these Issues from different 
perspecUves, to get toem involved. 

Laura LamCert is a writer and editor In the PPFA Editorial Services Department. 


You can help Dr. Wood keep the Plan B story alive— and support science-based decision 
making and the health of women and their families! Since her courageous resignation six 
months ago from a top position at the FDA, with sponsorship from the Reproductive 
Health Technologies Project, Dr. Wood has been traveling the country sharing her 
concerns about the FDA putting politics before science. She has inspired young people, 
scientists and policymakers with her call to make emergency contraception widely 
available to those who need it most. Your gift will support Dr. Wood’s outreach efforts to 
motivate individuals to hold policymakers and elected officials accountable for the 
politicization of science. 
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Dr. Wood 


I. What was your position at the FDA? 

II. The Women’ s Health Subcommittee is responsible for policy related to 
women’s health issues, correct? 

III. So at the FDA, you were involved with policy, not the scientific end of things, 
necessarily? 

IV. Were you normally (more often than not) involved in the drug-approval 
process? 

V. In what capacity? 

VI. Since your resignation, you have engaged in a speaking tour, correct? 

VII. What has been the central message of your talks? (base our medicine 
decisions on science, not politics) 

VIII. So you oppose the involvement of politics in the drug approval process? 

IX. Why? (Hopefully, she will say scientists and drug companies are better able 
to make decisions about drugs than politicians are). 

X. Who is better able to make a decision about the marketing of a drug-— a drug 
maker or a politician? 

XL Who should be involved in the drug approval process? 

XII. Do you have proof that there was any politics, or politicians, involved in the 
decision not to allow the marketing of Plan B over the counter? 

XIII. If there was evidence that it was, for example. President Bush’s decision not 
to allow the marketing of Plan B in the U.S., would you agree with President 
Bush’s interference with the drug approval process? Why or why not? 

XIV. If a company wants to file a New Drug Application, should President Bush, or 
any president, prevent that application from being filed, for any reason? What 
if they don’t want to file a New Drug Application? Should a president 
interfere with their decision not to do so? Why or why not? 

XV. Should the Department of State be involved in the drug approval process? 
Why or why not? 

XVI. Since you disavow the interference of politics in the marketing of drugs, when 
Roussel Uclaf discontinued the production of Mifepristone, you would 
disavow the French Health Minister’s Demand that they put the drug back on 
the market, correct? 

XVII. Since you disavow the interference of politics in the marketing of drugs, you 
disavow President Bill Clinton directing the Secretary of Health and Human 
Services to apply pressure to Roussel Uclaf to market the drug in the United 
States, correct? 

XVIII. Since you disavow the interference of politics in the marketing of drugs, you 
disavow the State Department under President Bill Clinton applying 
diplomatic pressure to Roussel Uclaf to bring RU-486 to the United States, 
correct? 

XIX. Since you disavow the interference of politics in the marketing of drugs, you 
disavow the State Department under President Bill Clinton enlisting the help 
of the French and German governments to apply diplomatic pressure to 
Roussel Uclaf to market RU-486 in the United States, correct? 
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XX. In an interview with Choice Magazine, which is an online publication of 

Planned Parenthood — the largest abortion provider in the U.S. — you fielded 
this question: 

Now that you've gone, who is left to advocate from inside the FDA? 

To which you responded; 

“Many good people at FDA are still there. The Office of Women's Health is 
still there. I hope it will be able to continue the good work it was able to do 
before. People in the review divisions are still there, not just in the 
reproductive division, but elsewhere. 

My concern is that either through demoralization of the staff or the difficulty 
of recruiting new staff under these circumstances, this could ultimately do 
some long-term damage. I hope not.” 

Advocate for what? What type of “people” are you referring to? 
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Wednesday, March !, 2006; A17 

Since my resignation six months ago as assistant 
commissioner of women's health at the Food and 
Drug Administration, I have been traveling around 
the country meeting with men and women, fellow 
scientists and health care professionals. I have 
shared my concerns that our federal health agencies 
seem increasingly unable to operate independently 
and that this lack of independence compromises 
their mission of promoting public health and 
welfare. 

At every stop I am reminded that whether it is the 
environment, energy policy, science education or 
public health, the American public expects our 
government to make the best decisions based on the best available evidence. 

Yet, at a recent hearing of the House Appropriations subcommittee on labor, health and human 
services, we saw once again that this is not happening. Reps. Sam Farr (D-Calif.) and Rosa DeLauro 
(D-Conn.) questioned FDA acting commissioner Andrew C. von Eschenbach about the delay in 
approving the application to make Plan B emergency contraception available over the counter to 
women 1 7 and older. Von Eschenbach responded that the agency was carefully reviewing the 
thousands of comments received in response to last-minute concerns raised about the feasibility of 
making the same product available over the counter for most women but keeping it on prescription for 
young teens. This exchange confirmed my suspicion that, like his predecessor, von Eschenbach is 
unable or unwilling to let the science and the scientists guide FDA policy and decisions, and that the 
real answer as to whether the FDA will allow Plan B over the counter for those 17 and older is no. 

Time and again in my travels I am asked, "What happened to derail Plan B?" I have to answer 
honestly that I don't know. The manufacturer agreed to take the "controversial" issue of young teens’ 
access to emergency contraception off the table in 2004; now we are talking only about adult access to 
safe and effective contraception. Over 98 percent of adult women have used some form of 
contraception. So what is the objection? 

Perhaps it is that posed by a small but vocal political minority that insists on labeling emergency 
contraception as abortion, or at least confusing the two. One of the main questions I hear is, "Does this 
pill cause an abortion?" In fact, the only connection this pill has with abortion is that it has the 
potential to prevent the need for one. Emergency contraceptive pills work exactly the same way as 
other birth control pills, and they do not interfere with or harm an existing pregnancy. Emergency 
contraception is simply a higher dose of daily birth control pills; it is not RU-486, the "abortion pill." 
Indeed, emergency contraception has been used as a method to prevent unintended pregnancies for 
decades by women who had physicians advise them on how many pills in their regular pill pack to 
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take. So people who are comfortable with oral contraceptive as methods of contraception should be 
just as comfortable with emergency contraception. 

Having spent 1 5 yeaia working for the federal government, nearly five of which were at the FDA, I 
care deeply about what's happening in the fe^aal agencies, particularly our health agencies. Nearly 25 
cents of every consumer dollar is spent on producte regulated by the Food and Drug Administration. 
We count on the FDA for the safety and effectiven^s of our medicines, vaccines and medical devices, 
and for the safety of the blood and food supply. The American public does not want to - nor should it 
- have to think twice about the quality and reliability of information it is getting from the FDA. Its 
reputation as the international gold standard for regulatory agencies, and as a body that sets the bar 
very high when it comes to scientific evidence mid integrity, is teing put at risk over adult access to 
contraception. Why would the administration risk such a reputmion over this? 

Von Eschenbach could demonstrate his commitment to the FDA's independence and scientific 
integrity and help restore staff morale and waning public credibility by stopping the rulemaking 
process and approving access to Plan B for women 17 and older. Instead, he continues to hide behind 
a wasteflil and pointless bureaucratic process. Congress needs to step in and restore the FDA's 
independence and its ability to make decisions based on the evidence. 

It's been nearly three years since the first application came in to make Plan B emergency contraception 
available over the counter, so that women, including rape victims, could have a second chance to 
prevent an unintended pregnancy and the need for an abortion. How many chances have we missed? I 
still can’t explain what is going on here, and why women 17 and older are still denied this product in a 
timely way. When did adult access to contraception become controversial? And why have we allowed 
it to happen? 

The writer is a former assistant commissioner of the Food and Drug Administration and is a senior 
policy adviser to the Reproductive Health Technologies Project. 

© 2006 The Washington Post Company 
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Major Changes to Cytotec Labeling 


• Removes the contraindication and precaution that Cytotec should not be used in 
women who are pregnant. 

Rationale : The drug is widely used by obstetricians and gynecologists (OB-Oyns) 
to induce labor, delivery, and is part of the FDA approved regimen for use with 
mifepristone to induce abortion in pregnancies of 49 days or less 

• Clarifies that the contraindication is for pregnant women who are using Cytotec to 
reduce the risk of non-steroidal anti-inflammatory drug (NSAID)-induced stomach 
ulcers. 

Rationale : This contraindication now refers to the drag’s approved indication, for 
reducing the risk of NSAID-induced gastric ulcers. It does not contraindicate off- 
label uses related to practice of medicine. 

• Creates a new labor and delivery section of the labeling and provides safety 
information related to those uses. 

Rationale : 21CFR 201.57.f.7 requires labeling to include drug effect information 
if a drug has a recognized use for labor and delivery, whether or not the use is 
stated in the indications section of the label. 

• Provides new information that uterine rapture, an adverse event reported with 
Cytotec, is associated with risk factors, such as later trimester pregnancies, higher 
doses of the drug, including the manufactured 100 meg tablets, prior Cesarean 
delivery or uterine surgery, and having had five or more previous pregnancies. 

Rationale : Risk factors allow physicians to identify patients who may be at 
greater risk for these adverse events. This information may guide safer use of the 
drug. 
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